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(54) mW&Zft: fitHLA-DRtftff 

(57) Abstract: It is intended to provide an anti-HLA-DR monoclonal antibody. Namely, an antibody binding to HLA-DR hav- 
ing characteristics of (a) showing a life-prolonging effect on a nonhuman animal carrying cancer cells with HLA-DR expression 
and (b) having a lower immune reaction inhibitory activity than L243 or a functional fragment thereof; or an antibody binding to 
HLA-DR showing an immunosuppressive activity comparable to or higher than mouse anti-HLA-DR monoclonal antibody L243 
(ATCC HB-55) or a functional fragment thereof. 
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$^BJte, taHLA-DR^B J Z u-~f )V%iW*m&1r Z> o *mW& (a) HLA-DR^ 
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mmm 

*&W\Zftmzm^&MMWk#^-X'$>Z>KLk-W (human leucocyte antigen 

- dr) zwt&'rzmLk-dmteizM'rzo tsziz^wn* mik-vrnft-zm 

m-rz&mztt-rz^ffixtemmm, &\zmvkmmfemm* j^ts m hla-dr£ 
m$.vr^z>nmzmm-t z>%L&%.foizft? zirmxfcfemm. &izm&Mffiv 

m^zftm&m^z&i&*mt£a(Dfem\zm^z>z: t»6nt^i>. ii^e, 

(Rituximab) , Her2/neu£Hftfl £ Lfc t Mfciattft if (D=E J Z u—t)\,%iW1£. 

^istcm.mzmmizMm-?z>z\£i)mmisnz>(DT~. ffifcfc&ftmmmmftft 
(cdc) ^fafti&-&toM\&&Mm{%wm& (adco \z£&. ^^^^mm 
mizm-rz&mAm'ftT'Zz. £fc> ^(Dmmzmm^mm^mmm^mu^ 
<Dmm$:i&&isT$>< z\^iz^r). &&istcmm*$bm& <mm^mzmmir^ 

t*> mttm<D&%ib&&t}z\ t^-c#^o mmftmmtnigizfflmTE&mmTzj: 

tc. mm^m^^f)mm(DmmRU^\zm^^m^\t^m^w^^ 
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RituximabfCctoT, mm U >/m\z&\,>TmmtS.ifimm%>%:&5£W L 
T&tK mttm±>mj£2nT^2> 0 l^L&7&*£Rituximab«t h -Ttf*©^ 
? >rt?T'$>Z>Z.Lfr£>* K\ tux'imab^r <D h 0) (Dinmf^M < . fcft-WO 

Umtf'trtytlT^Z [McLaughlin P. et. ah. J Clin Oncol. ( I998) , 16. 2825- 
2833: Coiffier B. et. al. . Blood (1998). 92. 1927-81#M]„ cfcoT, £rfc 

smfc^m^fc (mho ft?<D-m-e&z>nik-m\ztt'rz> : £y t? a—i-jvm^iz 
it, rituximaibtmu^mm^mM^^mi^^vx^mz^n^mmmm^m 

-jj. ? ? xu3zmmmm&Mfc?m&ft (mho mm^^-vm* 

iCi^U ^tl^OfiiJg^^HWfM-Sr^WI- (CD40 TM ( l"Thj SD&) 
izm^TZ (Babbin B. et al. . Nature (1985) . 317. 359-361#eg) . 

t. 1 1 vimtt^z&mm^; zn-i-frmmz* -i >\£vu\z^xi\mm<D% 

M!t^<D^\Z^t]t^m^mm.mm'Vh^Z\^m^^nx^^ [Baxevanis CN. 
et. al. . Iramunogenetics (1980) . 11. 617-625#BW]„ Z. (D «fc ote^S 9 u — 

fflmfem\z&mx*zz^&&<D&zm®£isT%A.<z>nT^2>o wm<D^>n^ 

g\zttVT^^&Gmte&W&W*>frlz2nt£[Rosenbaum JT. etal.. J. Exp. 
Med. ( 1981) . 154. 1694-1702; Waldor MK. et al.. Proc. Natl. Acad. Sci. 
USA (1983) . 80. 2713-2717; Jonker M. et al. , J. Autoimmun. (1988) . I. 
399-414; Stevens HP. et. al. . Transplant. Proc. ( 1990) . 22. 1783-1784# 

m\. £ e>\zm-&miz&tfz>m9nz&K>. mm&miz&wz&mfrztm^fofoZ: 

JfpfciJTS z\ <h ifim 2 tltc [Billing R. & Chatterjee S. ( 1983) . 

Transplant. Proc. 15. 649-650; Jonker M. et. al.. Transplant Proc. 

2 
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(1991) , 23, 264-265] o 

v n o Tc^fli^y ^/b v n t, n r v ^ 5 ^ ^ in h (Dft&nuM <d mm& &&&&& 
<t vm&ztiznik-mkm'&irz*; * - rs\»ffifc. m^nm, hd6, hdsx 

ttHDlOKJ; 9£&£;h/3iaF* L< fit YftWXhZ* S * f-t^XtttO 
mBg^W^^ii^-rSo HD4, HD6, HD8XttHD10tC £ «9 * o — f 

;^#©^^/ii>fAy^P/!jyG (igO it-fcs. :rf, ^-r^y k— ^ 

HD8tt, Ste##*5FERM BP-7773£LT, /W^D K— ^HD10ttSft#-£tfSFERM - 

BP-7774i: IT, 2001^10^ 110 Z.m&fe A Ilftfi^f^Elf # 

Wf&Vo&tt't 1/ ? - (B#H3S#*o< tfrluiaTBlftifil *:feS&6) 

aFffcSft-C^S. M^!J K-^HD4ttSK##*«FERM BP-7771 £ It, 2001^ 

lOjmBtttt^&Mri&SfcA liSM^Sf^FI 4*fF£*MFfe-& (0 

*TO!|o<|iT(TllTll#il *ife»6) KSISaFieSfL-CV^. 

3 
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V K— ^HD6tt» Stt##* s FERM BP-7772i It, 2001^10^ 11 B tttfX'1&&fi 
gc&A jg#£&$ft^$F5££fr «fff^«*ffi*v^- (H#g2£J**o<tf7fja[ 
1TB1»*1 «fdte!B6) K:BBIR*fe*^TV^5. 

fc^*, /»f^y K— ^HD8^ffi^-rS^t#:T-feor-9-^^ 7*/J s IgGl, IgG2, 
IgG3SgL< M:IgG4-e&3£i#;gL< tt^OfiMBttBrfi-, /^/y K— ^HD4#g 
4t5t#t'$)otty^ 7*#IgGl, IgG2, IgG3^U< «IgG4'Cfe5et#:^ : L 
fife WrJi\ ^-f^J) K— ^HDlO^^^-rSfit^TrfcoT-^^^ 7** s 
IgGl, IgG2, IgG3^=L< «IgG4-efe6i5L#^ : L< (i^:<D^tg^^f>t, XIW^ 
U K~^HD6^S^i~SJt#-efcoT-y-y^ 7^^IgGl, IgG2, IgG3^L<fi 

«iife«J0r#-Ca> D . fUx-liStt^^OEU-^V^y y^;>^f A (Sequences of 
proteins of immunological interest, NIH Publication No. 91-3242 £r#$0 
fc*5tt5331#@OTS; /ift^Ser^ffttfe^^frXtt^oai^WWr^-e*)*. 

#«WOJM<D^Jfc^J&fc::fcV^ ftttXtt^O^flfeftJtfjmigGl, IgG2, Xtt 
IgG4{c^-^^ 7*&Jlfi#x.5a^ $ 5> f-M^S^^EU^- V Xf*s*7-J»\Z. 
*5tf3331#gOT 5: /^£SerlClg#&;L, IgGl, IgGlSer, IgG2, IgG2SerXfi 
IgG4fCQfc£Lfcie*, IgGl&l/IgGlSer*-f ^tf>^ADCC£3§3IU IgGl^T>* 

*fc, #$893<Z>J5UOffi«K::l8V*T\ **Mtt^W^y K— ^HD4, HD6, HD8X 

4 
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taflett* HLA-DR<D/3m (DRB1*15011) <DM^M*£7 5 >> B& (§S?"J#-5t 1 4 7 
{CT^y^iB^J. 4 6tcJ£«8a?"J£^-r) fCO^TlS-mer^y^K* 

27 5 ySSfof ^LT^^ K£fl2fiSL (lfl?iJ#-*f 1 4 7 <D 7 5 J mm<D o 
^fj!29#@^e>fil227#gcD19975 y ^{C^^TlS-mer^^ , 

m,k-mz&&^%fcwiktf^(D&mw)W\¥r. hla-dr<*>/3§i (drbi*i50id <dm 

hXTt^^lI^tS. HLA-DR^ig-&-r^*n:<*:RtK^-<D^tlW^rn-, M 
tf£HLA-DR<Z>£$S (DRB1* 15011) ©IfflflSWBtfT' 5 7 m\Z~D t^T li-mei^^- 
K§2 75yKfo"f5 LT^^f F£fEfiSU K a -X little 

C*^^5)^^LN*Sig$:7-fe5 1 ;HbL}til<i:^e>^-2)ga?'J## 2 4^<b 3 9 T'tk 

^>-r^T<7>^^H<i:Wlt{C^^-r^. HLA-DRfc»^T5ft#Xtt*-<DtttfllW»r 

m m^tescii)^oxiz&m2ntzRa}immiz&%:-?2>b<D) <Dmm&wim-tz> 

mm?z>* mm mx^') y/^mmmmm^o x^^jimo) 
mmnmmvo* w-m$%ftz>) iz^mm^m^xitt^mmmm^^^-r^ 

0. 1 wg/body~ 1 Mg/bodyX«5Mg/kg~50Mg/kgT$>^)o flIAfcf* 
tLTl Aig/bodyX«50Aig/kg. $?£L<«0. 1 /z g/bodyXteS p. g/kgtf^tf 6*1 

So 

5 
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4U> trt7^TDGMlSilfiimS-¥SBtA-*^ h'J >/tffl*mjj&Raj i (ATCC CCL- 
86) £ 5 XlO t /-?<yxmi£~CfifrmPl&5-V. Rajit£^5Bt£lC&-^»50/zg/kg#: 

(b) 10% FCS<&^tfRPMI16401gite^fflV^T8mg/inLfCi^$5!bfcitrL#:50ML<hlO% 
FCS£"£tfRPMI1640i&*t!j£JB^T2 X lOWmLKPSS! LfclS 10tNh't-ft* 

IL. #<^T10% FCS£^fcrRPMI 1640igilij£JiH>T 1 X IQ 6 m/nUzmmhtzM 
mm 1 ©t h K^-£Mi®3&^ffiIi§Crtt||&3Sg2 ©t h H-^-S*©M^99%^ 

±(DTMr¥MiooML££i£u 37t:, 5%co 2 ?¥ftT-c 5 a mmm. b . 

3 ti? 5. i?>&\.0 H Ci/Ox.)lT*mi)UlsT. £t>\Z2TC, 5 % C0 2 3?3ETT 16-20 

mm mm u rem. > i$i j&^hx o & £ nfc w ^ s> > £ iujix u i£ 3 h^ ^ 

(atcc hb-55) &m ^rcm^<o^^m^hit^xm^ t. w o^n. ; 
*fzwte2*>iz. mommiz&^r. v?x#ihla-d«/ ? n—f )\,tKm24z 

(ATCC HB-55) <h it^TL243 £ I^^XteL243 J: D S£^ft;8£WJ«tt£7KT> 
HLA-DR^Ig^-r^irE#:X«^<7)TO6«jW>t*il^-r^o ^^^SS^lC^ 
T, *^Bj(Djn:^«10% FCS£^MPMn640i£it!j£m>T8mg/mUcIlg!£Lfc}n# 
50mL£10% FCS£"^trRPMI1640igite£ffl^T 2 x lOWmUdlSim Lfcfl l«t 

4tT30^rii!5!lU, &V>T'10% FCS£r#tfRPMI 1640i£ife£:ffl 1 x 10 6 l@/mL 

©^S99%iU-h<DT^fflflS^iS^100ML^^-&b, 37'C, 5%C0 2 #ftTT? 5 B P B 1J& 

$ ^ic'H^a >>>£1. 0MCi/^7x;i/-C^lJDLxT. $e>lC37'C, 5 %C0 2 ^ 

ft T T 1 6 - 20S# fcl i&« b fc ^ , m K> & £ titz 3 H^ ^ 5? > £ lei iR b i£ 3 H^ 5 

6 
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i-)ltfim24Z (ATCC HB-55) &m\,*1tm&<Dft&1toMfS&£lk*Tm*iXlZm* 

#fgBJ«£ <bfc, M<DMmiZ.&^T. A<^U K-VHD8 (^-fe#-^ ferm bp- 
7773) , A-TT'U K--7HD10 (§fe#-^ FERM BP-7774) , A-fr/U K — V HD4 
(Ste#-^ FERM BP-7771) &tfHD6 (gf6## FERM BP-7772) j^&ft^e. 

3^>a^k, BufE&&£*rr&fg3^^-, &&$i'<9*—&irr&*:mm* 

ommmmK*^- Ft^etTg^ pj^m^bb?ij## 2 1*5^1x23^ 
$ n& 7 5 y beie*u© 5 pjg««<Dja3»#gMfr© 7 5 y »E3aj &^rr **r&fig 

$.0, +)-y^^X^IgGlT?feaEU±>/N , U >^->^7=--Mc;ktf 3 331#@(Z>75 
y^^Ser^e^^nfcia#:HD8Tf^^ir[#:HD8GlSer, ^ x#IgG2T& 0 EU 

t>A'U >^^>X^A^*5tt^)331#S(7)75 y^^'Ser^gm^nfeifi^HDST 
^^Ja#:HD8G2SerRW^^ ^Xrt*IgG2T& 9EU^>A'J >i7*5/X^AK£tt£ 
331#@<£>7^ y^^Ser^Bm^ nfc^#: HD4T^^*a^HD4G2Ser^e»^^>^^ 

»J©SI«fc*^T, A-ryj K-VHD8 (StE#-^ FERM BP- 

7773) > A^f^J K-^HDIO (gfe#*t FERM BP-7774) , A<:/'J K-THD4 

FERM BP-7771) RtfHD6 (^f£#-5f FERM BP-7772) 

8^n5A<yj K-^^£^HLA-DR^y ^n — ^;i4a#£:=i- KTSjt^ 

7 
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m^&ftMWfrzmu-m*:; ? u—r ^ z. h^ts . Jtihla-dr 

s«ot¥±&«. m&m. wiitrnm. m&m. mmm. mmm. 
mmmm. m&m. w^pm, m&wsmm* m&m. itm&mm* ¥ 

^K&^T, #3eW©tt#Xtt^©«flBWSrfi-rau Raj mMi&mm ^nfciiag 

8 
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taHLA-DR^E 7 ^ □ -^WEattfc, ^SJ^{C*f bT^f&JS'fi^fe^ £ £ fc$Bi& 

[Rosenbaum JT. et al.. J. Exp. Med. (1981) . 154. 1694-1702; Waldor MK. 
et al., Proc. Natl. Acad. Sci. USA (1983) , 80. 2713-2717; Jonker M. et 
al. , J. Autoimmun. (1988) , 1, 399-414; Stevens HP. et.. al. . Transplant. 
Proc. (1990). 22. 1783-1784#M] „ $ 5 fcMMIKifcttSWSSfc «fc 0 » nW& 
miz%>V2>&mfrttm3Z.BCfo&fflM-rz> Z. tfrWZfrlztStlK. [Billing R. & 
Chatterjee S. (1983) . Transplant. Proc. 15. 649-650; Jonker M. et. al. , 
Transplant Proc. (1991) . 23. 264-265] . L^Lfcrt*£>, cn6«§StlTli 

z>tnmz'?vxvifcT*$>2>o mmzteix, >x+j-w >^#^ Mj-tt 

5&*1D10£V>"5 V^XtrCHLA-DRta^^rffiViT, a£6>©t>-3fc: F<b8tffiK«fc 0 
fi^^Sriie^m^A^ckO t hJn:#:<Di3^J{-L/ct MtHLA-DRftffc^lillfg £ tl 
[Sheri AK. et. al.. Int. J. Cancer (2001) . 93. 556-565#R8K *HTB* 

ffi&T?tei%\zfflmtt£z^yxmmizMT%m.mmz^>\,*Tte. T-cizmmz 

9 
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sgtafftbTte-f A^D^J >G (IgG) , mti (IgA) . (WIE (IgE) X.ZSmM 

(igM) (Di*-fn<DmbBm\zm^*>n?2>tf. mn-uigG^^offm-c&^o 

1. HLA-DR&tf^Wtaff 

#%0Jl<E>taffte, *7*JI©£M«mJlte8^# (MHO ©l^tOTS^ 
HLA-DRlc:&-r Staff, Tfefc'&HLA-DRSBWUIS^-r Staff, HLA-DRfcRj£tt£ 
WrStaffT'&So 

^JfgHJlC&tfS rHLA-DR£^£f SJnffJ tfcJu k hHLA-DRXte-^-cD-g&KS 

jstt^w-r staff xteta#£>-3&T*&9, - n e> ©taff <omm mm frb^ts. 

r8l££#j#r>tJ tafftf)-SB# (Bftmfr) T*&oT> taffcDtalC'vcDfiMB 

£loJ£*±&i#-rst>cE>£;«i*U JlffWfcteF Cab') 2 . Fab\ Fab> Fv. >»X 
^7^ K^^-Fv, -#!SFv (scFv) , RZt Z. tl e> ©S^ff ^rf^tf <=> ns 
[D.J.King., Applications and Engineering of Monoclonal Antibodies., 
1998 T. J. International Ltd] » afeSWi, r^fftBfrH-J taff <E>l*frtf-T& 

-Dxmmt®i&vo2>wiK-e$>2>. *mw(Dfcw<Dmmm%\Vrte, hla-dr^,^^ 
*mw-e rthtaffj t b&&<Dm.fcmfcT<Dmmmm-e& stuff £;t 

"*TS. thtafftt, 5 fc t btaffitfc^J&£#AL^ thiii5fetaff£: 

^^TStg^^WTS h^>XS?a:r:^^ib^l3triJ^^^#-rs^<hlc < J;Dt#S 
ut^TfS. ^h7>X^xr7i7i!)ii:LTV^X^fe»n> khtaff£ 

*mywm.fchVTte. mx&. '&m(Dnffim\zmntsnz>, t: nhla-drcd^? 

^TS^^)JSl3^^T'tam^m^^-r#®C7)tn:ff, S CI <h#T'# S. 

*^HJ©taff{c«, taff^^J5£-rsai«^7X«^iI^^^©T5 /^I2^J 

©taff©T5 / &m&\*iz. mm(D&otL7* ym<D^m^ (x^. mm. 

10 
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m 7 £m&A& (site specific mutagenesis) &m^Tfcm\z£. K*m\-?Z> Z. t. 
#T#5[Proc Natl Acad Sci USA. , 1984 Vol81 :5662] . Z.Z.X. fcx#£te, -f 

^W^OTA-DR^te, TfBtf> «fc o UWfeTftmz «fc o T^Bf 3 
3„ IP "6, WAtf, t hHLA-DR> «»t ^IIC<Z>fcT;l^tt£^ae>£ 

tC^DT^^Kfll^J (7 > ^^XlW^7^iA'> ) ££<MC, 
t h^M£h^>;*^:t:^^^;*&£K>#t: h Hi ?L»i &3 
W±» k bHLA-DRagg&tf /3m£=i— KT3ilfc^£3$AL> HLA-DR£&IIJ1«® 
tCii*Jte:58^bT^*»«ll«IBlia&lft#-rs 21 tiZJz 0, $fegE«ifl5£fT "5 

- zmtk-rz ? a - > ^aiR-rs c <t k ^ o xm^-r z> z. t #-e# -a . 

EP314161&$B£#Bg<£>£<i:) tCckOS^^U-^^^XcDfc^tc^m^nfefecDfc 

?Zfeftffimmti%i&'t2>Z.hlzJ:K>. ¥cl'1zzf*-\zM-?2>&'£m$:2£ik2 

ll 
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-fr -5 Z. t ( Janeway CA. Jr. and Travers P. (1997) , Immunol) iology, Third 
Edition. Current Biology Ltd./Garland Phulishing Inc. #88) » ^S^fii 
fc\ztt-t2>f&i'e>m$:$£lk2 J &2>Z- 1. (Mi-Hua Tao, et al. 1993. J.Exp.Med# 

i ^ f SB ^ © EU t > A' U > ^ -> ^ r A (Sequences of proteins of 
immunological interest. NIH Publ icat ion No. 91-3242 tc£tf5331# 
g(E>:/oU> (P) H-r^lB^JCCC^-fe 'J > (S) £3— HT^TCCIC^^^ 

Fcu-fe^-^^ufcStfftt^ttJaiiaw^tt (adcc) 
&mi£i± (cdc) fcisfitMaifi&tt^^r-rsfitfr^a^u^* 1 . jft#¥iarciiiijia 

fe^^o sfc^-gEjfliffeij^iic-QViT^Afc*^, Tttnatfiti^s^meiiaojg'&o* 

^^ft:^^m*t-^«^7^t*ADCC^tt^^«CDC^tt^W$^Vifei#:^M*U^. 

fgf±£Fc^#<Z>^&<5^te+r:/^ ^T^^MT^ cl ttdck 9 HJii b/cfcttf^g 

#Se0§<0#t#tt» IgGK IgG2. ^ b < HIgG41C+r^^ 5 X 

6fcIgGl«b< ttIgG2fC1^^^7^&lfl#^fea[^#©fi«^#«OEU 
t>A*'J >^>-X^Atc43tt^)331#S©T5 y H&SerfcK#Blx.IgGlSer ! feb 
< «IgG2Ser<h bfc&^*n;#, T^fc^IgGK IgGlSer, IgG2, IgG2SerXteIgG4 
fcBfcfEbfclg** IgGl&tflgGlSer^-f :/<Z>*a*ADCC£|83! b, IgGl&tfIgG2<D 

Site, xmrnommz, a-K, -fyhu^A, -r>vr>A, T-pttv&m 

(DWlM\Sc^^ [J. W. Coding. Momoclonal Antibodies: principles and practice.. 
1993 Academic Press], BBmmm. y7f'J7b + y>, U z/><D «t 5ftaflffi 

12 
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feffl [D. J. King. Applications and Engineering of Monoclonal Antibodies.. 
1998 T. J. International Ltd.; M. L. Grossbard. , Monoclonal Antibody- 
BasedTherapy of Cancer., 1998 Marcel Dekker Inch Maytansinoid^ 
(D-fn H ? v 9 [Chari et al.. Cancer Res., 1992 Vol. 52: 127; Liu et al., 
Proc. Natl. Acad. Sci. USA, 1996 Vol. 93:8681] tS&Z Z. £ lc«t 0 ft 

feil^^ >A°^M^«fflflS^M{c:il^J{c%ilbTV^^lflScD^$li, (2) mfczmyo 

ffith<Dmm&&:feLTfr fet^^^^BBS^Pisi-r^x^, (3) 
uid-7) ©ibssl (4) $i&m4iMM£s.2Lu--?£<Dmmm&. (5) § 
w^-r^ia^^s^-r-sA-r h— -7»©asy, (6) m—mm? >^© 
#m u—->?) „ (7) i^ciottt, ^ □— ±;i/*t#:*^:»Jc:ia 

(8) i © J: 5 I: l/T«jS$ ntt ; ^ d - tM#©4IiSttStffOK»1* 
l^T. fctHLA-DR^ / ^ D-^-;Ha«:Of^»j**±8BxeK:?a^Tfff^-r*^ 

(1) ifiIiC©«f« 

inlet LTte, HLA-DR a MRZt 0 £S£ n - Kf 3DNA£Ifr#)MJBfgJa^ ^ ^ 

-\zm&&&, ^m^^^-^wmmm\zmxv. mnvt^n^m^o^, 

<D&mm-C%2>. ®&iZ. HLA-DR a HR^jJ £ 0) — #J8 5S » T & * 
[Steven GE, et al., (2000) The HLA FactsBook, Academic Press^rr# 
raj ©T, i3&#fc:E*I©#i*K:«fc0» HLA-DROTSyifefia^J^&^^H*^ 

£tc. MItttli. h HHLA-DR(75Q!iIR^/3iM±^^L929^flatC^Ab, 

iffl^^S^HLA-DR^^D^^^-^j^^JtC^^bTl/^^fflflSfeW'/iT^^o pEF- 

13 
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neo-HLA-DRa&UW-neo-HLA-DRfl tt. ttl^tl, k hHLA-DR a m* >K2 K£ 
n- KT*DNA&tfk h HLA-DR >/t ^ ® n — KTSDNA*, IMMj&fflfg 
^^-j7 ^-pEF-neoKM^&tf £ £K:«fc»3fe§i(T€r*. pEF-neo & 15 pEF- 
BOS[Mizushima S. & Nagata S. , Nucleic Acids Res ( 1990) , 18. 5332#88] 
\zneowc\m&m&?&m&&/ufz'<P?-T*£>Z>. tztzL. HLA-DR& 3- 

JUfctt tt, pEF-neo-HLA-DR a & tfpEF-neo-HLA-DR 0 TL929«£ L 

^^^^<->>W14^^K^OT^taHLA-DR^U^D-±;Uia# (DAK0*±§g) £ 
ffl^fcHLA-DRfg^(D5i^i^^^lC, k hHLAH}R£^©IIHJI&^®K:ia#JK:f8Sa L 
T^£L929M£f£®l-r3 Z £#T#£o 
(2) MtllOiili 
(1) Tt#e»n^:Jr[JMi:, 7 a-f > KcD^^r^L < tt^F^^rT ya A*> h , X 

T^X^Mfe^jgtc^V^n-S^, -€-0«fc"5^:"7^XttS#e»©Xillt [Tomizuka. 
et al. , Proc Natl Acad Sci USA. , 2000 Vol 97:722] IZ^ffiZtlT^Z. 

tria^j t^o) s mmms>i&7£m& (ut telisa^j £v>-3) , m##n* 

14 
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£fcH#fc*>^*H, ^JA^^vjfriff > (bsa) fc«fco«Vi» 

^n/ck btnmzMT^mi^^mxxii bifimz^s^:. m&'&mwmnmm 
^uupl. mmftMizm^<m&iz£zwKm<nmtm&mj£-?z>z\}i\z£K). in 

(3) =id-?«ii 

( BALB/c Efe 3fc ) 5 x n — vt*P3X63Ag8U. 1 (P3-U1) [Yelton. D. E. et al. 
Current Topics in Microbiology and Immunology, 81. 1-7 ( 1978 ) ] » 
P3/NSI/l-Ag4-l (NS-1) [Kohler, G. et al. European J. Immunology, 6. 
511-519 (1976) ] » Sp2/0-Agl4 (SP-2) [Shulman. M. et al. Nature. 276. 
269-270 ( 1978 ) ] , P3X63Ag8. 653 ( 653 ) [Kearney. J. F. et al. J. 
Immunology. 123. 1548-1550 ( 1979) ] , P3X63Ag8 (X63) [Horibata, K. and 
Harris. A. W. Nature. 256. 495-497 (1975) ] U E &m V>£> Z\ t. b V>. 

zn^vmf&mz* mmumm, mx&s-7*f<y7->t%m [^;u^s>. 2-* 
;^^hx^;-jk isy-BLTSVislfeftfam (SIT tfcsj tv»-5) 

^jP^^RPMI-1640*gJtiJtC8-T1f #7->&WZ.fci%W) . -f737&I^;^ 
ynigiti! (Iscove's Modified Dulbecco's Medium ; i^T HMDMj <hV>5) , X 
ityjV^ v neSc^-f — tfjligifc (Dulbecco's Modified Eagle Medium ; U~f 

tdmemj t^^>) T'MRtgm-rztf, mmm^<Dz^4BttnziE^t^ 

10% FCS^^ODMEM^ttl) T-J^tti&^U B \Z2 X 10'£A±(Di&BlM£fl6$: 

LT*5< o 

15 
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(4) mmmt, 

mft&tkmmti* mmmm. &tf*<Dmmmmx$>2>v>m$x&v, zniz 

m (t^T rpBsj t^z>) T^ife^u wmmts.jLa-'?(Dnm%i(Dttm:\ 
^lo-Au&iztzz^vizM&i,. m>bftm-rz>o ±m*fa3kv* ttmvrzmmm 

< \Z<Vfz'&. MWLf3.fr*>\mL<DS0% (w/v) U X? U U 3 -;U 
^»1000~4000) £^tf*SJftL?ifiM£MT-r&o ^-<£>^ 10mL(D«Sjfiiffi^H!j^^ 

V>^> • 7 5 /y^U > • 5P5->*> (£TF THATj £^5) Mfctft: h-f >^ 
-n-f^>-6 (MT r IL-6J t\,*5) *^&iE1%tgi& (£XT rHATi&itiJj t V> 

(5) A-f F-^mvmtfi 

• ^7-> • *X*U#:>;U h 7>X7i5- fc: (HGPRT) 
HAT^Wig^T'te^T^ftV^ tiitem&MM if. o b (Dgfe^iffllS, 

*n;#g£*fflfl&£-5 is(DM&Mm\ztemifrtf&z>o ^x. HAmwm 

16 
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U>*l$^fcJ§il& (JWT THTfgifcj ^<DiSil!lX8l£fT 5 . mm± 

gWfc«g^r*ffi#&g£?-S*D->£Sftbft:V>±5K:, n->&mft 
£ titm £ b fcEL I SAfiS £ J: K) 58 IS"T £ #T ^ 3 . 

(6) ^ D-z>yig 

-r2>zhfimWLtzJ\^-7V »j©yi/- Mi^L^ d-- >y^tf a. 

:o^p-->^titn yi/— h<Di^oi;u^ hh©a< H— 

2 ~ 4 teliijM L, S^UTtafrli©^ 6 nfc £inHLA-DR^E 7 ^ P 

HD10. HD4&tfHD6te. 2001SU0/3 1 1 B #^7?SfeStfT IS 

fe^tlTV^o /W K — THD8ttSieS#*<FERM BP-7773 <h LT\ A< 
H--7HD10tt§f6##^FERM BP-7774£LT, A^f^'J K--7HD4tegf£#-St# 
FERM BP-7771 £LT, /W^'J K--7HD6«§f£#-Sf/MFERM BP-7772f fe*„ 

(7) M^U H — T^iCck^ty £ P-:>-;H5i#:(£>IM 

17 
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DR^y ^ □-:^mte£*«i;r-&friii*£*#3 c <h^-r?#£o ffioi^^^s 

tbTH IfimcD^E S 2 n-j-frmftimmirv h (#J*.«, MAbTrap GH^^y 

(8) ^y^P-^-;i/tn:#:©^^ 

(Ouchterlony) ELISA&. XteRIA&rt^tf £ n^o tf^^Un - -ffifclffii 

m ~e « * & a* . * y * d - <d mmtm ^ tt«i8*fts **&ht * s . 

^e»tc-^ut#:<hLT#ffl-r Ay yoy*u >y-r y^-r y\ uy^x 
izttfoTZififo&m^z z\t\z£ ^y^D— ^-;nw<*:©7-ry^-r y\ -try 
^ 5 x £ i^f & £ £ ^"5J^t & 3 . 

^>/1^«©^fite, 7* — D>D»>y— ^r>"280nm{c*5^^© 
[1.4.(0D280) =-T Ay ^pyj >lmg/mL] =fc D l^ftf &#r£ KlJ; D*t 5 £ 

st, ty #u-i-)i,tt{*<Dmm? tefflftmm&ftm-rzo 

18 
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<d T- m x « m m m a*w %} & # t: l t ^ m r s * y # p - ^- ; u fct # <s> * n e> ^ y ^ 
vzt^zf3-\ t *nz>rz.#>(»m&ts.J5mhvx, mffi.<D*yh spots* 

(P. J. Delves. . ANTIBODY PRODUCTION ESSENTIAL TECHNIQUES.. 1997 WILEY, 
P. Shepherd and C. Dean. . Monoclonal Antibodies., 2000 OXFORD UNIVERSITY 
PRESS, J. W. Coding. . Monoclonal Antibodies:principles and practice.. 1993 
ACADEMIC PRESS) . 

i$,i&tfmm^^m®.<D^^^7Wftizttm?%mm^Q^-?z>. zz.x\ mmz 

*£<£>SB#<£>:7 — (FRK FR2, FR3St^FR4 : Seauences of proteins of 

immunological interest. NIH Publication No. 9 1-3 242 £#$0 OillOliJ^ 

19 
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HLA-DRfciSS'&U (a) HLA-DR5S9i»S»IJia£fi8f U 1t ft t h IbfeK: 43 HT»*3& 
*£5*U (b) UAZiilt^ftmKfolZttirZfflMfS&rfm*. j&^&fcStt 

R*tt4*. T^XiaHLA-DR^ey * n — ^-;Pfii#:L243 (ATCC HB- 

55) £J£^TL243£|p!^X«L243<J: 0»V»ftft«lW»tt€:^-rtt#fe3- h'-f 
***t>fi^-r*. incite, -fA/yayj>*ii«t5i«pi3Eti 

* MJ >>>x> hfcfc#£tt, #»§8©tft#«:3- FT*DNAIB3aj£90% 

25 € Cfi^fflS , rA-ryj^-fif->'3 ytimzzm'S&^o. * mj > ->* x > h 

^:^#{30^iTtt> J. Sambrook^, Molecular Cloning, A Laboratory Mannual, 
Second Edition, Cold Spring Harbor Laboratory Press (1989) lcfBffi!c£ tiT& 

* a—j-)i#ifc<DLMvmi&, Lmcmm. h«iv«b«&^h«icis««:-€- 

/WyiJ K — '7^6.WiaUfcDNA&ffiffl'rsc:i:3&«T#«». Jine»©DNA* 1 O© 

20 
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m (cosaina, cmm^m . &&mmifimf ens. 

#969ifc*3V>*t\ fciHLA-DR*n;<*:«, JBMtS&fc&ifc* U -tOiS***** 
T*£££«fcDt#£z:<htf*T€?£. rjgfcifcj itt, (a) ig«±?S> (b) «^ 
3M^U< tt««M(*:Xtt*©tt»*, (c) ^HteJfc#©#»4&©irvrn&«b 

MM&®W-f2>Z-£lzJ:K)ifi{£$:&m.-?Z>o £7c, @ i^ttamttttx ^Hifc fl- 
ic £^£n*3§-&f;: «ftitt«:-t©**^-rs*^ &>b&mmz£r)mi*x 
tzmm&mik-tz. *>K2m<Dwmnmzm^*>n2>&m>7u^vir 

i^ts^y 2u-j-)Vfcfc**m\zm§-t : z>z\t%°sm'T!$>z> (Wright, g. . 

et al. (1991) Bio/Technology 9, 830-834) . A-f7"'J H-7^-f>t'hD 
l**#i:^t)tT. ;W^'JF-^*m «Ut2fe^«#$-&, ^*±«^I3 

21 
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a) SCIDx"^7.#cD&^£ ^?;U;:HLA-DR£fg3?bTV>£ t hffi*IIJ&&& 

a) rot (Dftmzmmizte, 

(a) 6iiSS©SCIDv^XfCtn:T>'TDGMltriJfiimS:10M l/T^^irairtg 

&7 9 s7UWmtoto&*&BlZrt-*y.hV>rtmmi&U}i (ATCC CCL- 
86) & 5 x 107v-2X{@#:T*fl£Mfti£#l^ Raj i £#5 B ^ 5 ~50 n 
g/kgM. «F£L< H5 Mg/kg^MT- 1 Lfc*^1§r<£ v^x<d£#>I^\ t 

(b) 10% FCS£^t^MI1640*g*t&£J8^T8~200iiig/mL> Jff^ U < tt8mg/mLfc 
PMbfctn;#:50/iLi:10% FCS£^trRPMI 1640iSi&£ffl 2 x lOWmLlcHm 

^T?^^L4'C-C30^F^^eU, &</>T10% FCS£-&irRPMI \640mi&&m 1 
xl0 6 jH/mL(ciH^UfeMfEm lOkh H ±- £ i& l» 26 tail 51 2 © t 

HLA-DR^Ey * n-^;Utrt;#:L243 (ATCC HB-55) £m>&«^©fti£*P©JfiH4£it 

£(D«fc5ft*a#:<hLT, #J A«;W K-VHD4 (SK##FERM BP-7771) 
CD^^-T-2>m^> /W^U H-THD8 (^f6#*§FERM BP-7773) <D^^-T5tn;#: 
y«J K-^HD10 (^!£#-!§FERM BP-7774) ©^£i-&*a#;^tf £>n£o 

22 
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ssk, *mw(Dm.mz, mmM&v >j*mm& fcjfc^cowimm®. 

h~e&Z>o Z.<D&VttemmiZte. 10% FCS£<atJRPMI1640tM£;m>T8~ 
200mg/mL> !fr£l,<fc8mg/mUzmmVtcififc50iiLi:lO% FCS&^trRPMI I640ig 

M*m^T2 xiowmLi:iiLfc^iot h F^-&&f&mmvtmm&mm5o 
&<3m?miG4Qtgm&m^T 1 x lo^/muzmnvrcmmm l^th K^-t 

Ci/^x;U-e^J!)nbT, ££K:37'C, 5 %C0 2 ?££TT16~20l£P^«L7c^ iiflj 

3 h ^ 5 v- > <d m m ^ <d m k> & ^ z i t m t_ u t & & m m « 14 £ ay ^ u « & <d & 

fflJ^J^'tt^lsja^tOVCXtriHLA-DR^Ey P D -^;Hn#:L243 (ATCC HB-55) 
fttLT, #J;U;£/W:/U h*-^HD6 (gt£#-*fFERM BP-7772) <Dm±-?Z>tKfo 

z -it & 7c * (D^^^ ^ w $ i± & 7c «6 cDfig^- <t u xmm 

*mJWififcte, ^ < £ <t {£ > 0. 1 /zg/T^7W (5Mg/kg^S) 

-JPtLTt hi/it h ifii?»T;i/ ^5 > (HSA) iri#:£iS:-5- VfzWi&\Z*mW<Dm 
V fc v ^ X (D □ > h □ O X (D \Z it \z fa± u 

ferns, Mftrng:*^? tmrn-cz & 0 ^m^m^Rumsm^^ 
u >/mMm&®mLtc^oxmm : £ : T)i5uz?'D\z&5.istcm&\z, msm 
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^mmcDtfi^mmt 3HLA-DR<z>xt: h-zfit^^mz^ o&^-r 

2>Z\ttfT'%Z> 0 #]>Ui\ HLA-DRtf) /3 II (DRBl*l5011) (DMmftig® 1997 5 / 
& (E?'J#-Sf 1 4 7 C^f7 5 y^S2^J©5^^29#1^6^227#g©199T$ 
gS?'J#^§ 14 6 {C«S2?iJ#^l 4 7 13^75 / ^iB?iJ£ 3- K"T S&S 

(^JA«> IB*U#^5 2^£ 1 4 5 tC^£n#7S /^IB^'J^TS^:/? 1 
^WT^^y^K<hfco<hfc5i^t3^-^U, X«I2?"J#-S§ 8 2 , 83SO!84T 
T*. r^fcijg^J TStlt lHJSm 7 (2) T^^n^SUC^TAy^ 

y^^y p\zitvT\ofe&±<Di&ye&m&^?ii£'&(Dz\ *fzw<Dm& 

«HLA-DR(Di3lI(7)61#@^e>71#@(D^y^ K^S^t4^W-r^o HLA- 

m\ztem35mm(D2rm&$>2>z:£j)mt>nx^z> (embl-ebkdimgt/hlax-^ 
#^>o z.z\t-. &m<D'&m.mzm3.±T*wmL>nz>z\ ^so^o^m 

fr£5fr*mj£^ZZ\£\z&K) 2>Z.£tfT:&Z> B #J;Ui\ gB?"J#-5§2 4^ 

£3 9tC^-ri6ffi^(D^^h*(7)12a^W-h<hS^b7c«^, ^-©*a#:teHLA-DR 

<Dmmmziz&T^T(D&m&mm-fz>iri&T'$>z>o ^mcommtm^m^ 2 

4^£ 3 9T'^$n^r^TCD^^ Ht^f IC^b, ^OlB?iJ#-5§4 o^e> 
4 3T^£n£T^T©^7^ H^W^c^TSc z\ it, rw^tc^-g-j r 
HJfi^il 1 7 (3) T^^n^^^(C*5V^TA*u/^^^^> HtlitUT 

2. H^IfiE$&J 
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•&*n*3&^ c:n€)fciS3£3n* ! b©Ttt&vi. tfrfmstfess** (7>j 

'>Dy^W^fc«fc*«Ptft^ Xfl *fc28^fc: 

J&Atd^LT, lB^UO. 01mg7!>M1000ingTS>D, un^ldl, XUgcmizftlf 
T& J *-?Z>Z.£rfT^2> e £fz. #,MPJ£-5-T«u 1 [aim 01mg7I;M1000nig£& 

mu£<D&&vz\z&vz>mmBLfe* Gymo^mx^mm) tit. &z>mz& 

SMBti-*rm££A (GvHD) ®^|»Xtti&atfc/Blr*»*. 
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wmas, rats, ^mm. ^smmm. &mm. $tmm, &m&m¥-±&m* 
&mm. mmm. m&mm. m^m. mmm. mmm, z^osgm. m&mm. 

stmm. j&w^m, mm&m. m.mmmm. wm&mm. m^mmm. m&m. 
3. mmm 

m¥&Hz%mvnz>mwt~e%rwisT*>&\,K 

mMm&TK-fm-vfo&o m2m^L^-mMi ue/head<Dm^, m2m$®5-mm 

0. Ug/head(D«^(7)^)^^jK-ri2|-efe-5o 

0 3lt »Sb htaHLA-DR^Ey^n-^UtriflcOiifflJfi^tt (ADCC) 

(CDC) ©aBiia«*«tt?&*-rHT»*. 13 3 A«HD8GlSer;&tfHD8GlcD 

ADCC«tt£> 0 3BH£HD8G2CHG\ HD8GK HD8GlSer&£MD8G4(DCDC?£tt£. EI 3 C 

«HD8GK HD8G2, HD8G2Ser, HD8G4, HD4G1, HD4G2Ser&tfHD4G4cDADCC?gt4 

0 3DtiHD8GK HD8G2, HD8G2Ser, HD8G4. HD4GK HD4G2Ser&tfHD4G4£>CDCf£t£ 
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04tt, -TOXm^^^^t-M-r^^^^OirE^HDSGlSer. HD8G2Ser&tf 
HD8GlCD@f^^m$r^:-ria-e*-5o 0 4 Ate&#S0. 1 u g/E©«^©*§:£, 04B 

0 5(4, KLk-mpmmfW&l&^'y?- K^ffl^fcilSit h trEHLA-DR^E y ^ D — 

HD4> HD6&DWD8K^</>T(£>#Mfi- fc^-nST* 

0 6 HLA-DR/3 il tf h-^ffi^l^^^Mie^J^B-^^^ H &m 

IB?'J##1~1 5-AlB23*J<2K&BJ : 

m$m-%2 4-14 5-AXgB^J<7)HJiBJ : ^^^H 

^ m & mm-r & fc g> <d m. & » mm 

8B4S S n& SB«l©*f:lE^ $ <DT«& Vi» 

h hHLA-DR*««BliaiK±»Cii»J5B3EiLT^saBJfiS:»Sfc«), t: hHLA-DR afiS: 
^J3itfi75/il^a^775 K^**-£fe§8Lfc. HLA-DRall&tf 0 gg 
Kf^DNAte, PCR£fct;icfc9fML7c. 

mMfCR&ft-olZ&fcO. SfliLTfflWcfiDtt, fc hHLA-DR a ilR tfj3i.it £ 
□ — KT 5 cDNA£«j$-r -5:77*5 * — pEF-neo-HLA-DRaRtfpEF-neo- 

HLA-DR|3T&3o pEF-neo-HLA-DR a ZfctfpEF-neo-HLA-DR/3 [JKT©^ST^i$ 
n^o ^tfik hHLA-DR a giDNAS: ^HLA-DR/3 SIDNA£, ^<£>5' ^SgKEcoRIK^J 

-t©3* *^»cNotiiej>ji»jh=i H>*Mjp-r*^©^'j^7-^a«s^ 

(PCR) ^^fVi^fiffiL^. t h**8lfomf»lfi&cDNA££l^<h LT, HLA-DRaK 
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^^Ttty^-fT-iLT : 5' -CCGGAATTCCCACCATGGCCATAAGTGGAGTCCCTGTG -3" 
(SB^J#-^1) RtX5'- AAAGCGGCCGCTCATTACAGAGGCCCCCTGCGTTCTGC -3* (E#l# 
# 2 ) £ , HLA-DR /3fc'3UTtt:/7'f-7 — £LT : 5'- 
CCGGAATTCCTGGTCCTGTCCTGTTCTCCAGCA-3' (SS^J##3) & 5'- 
AAAGCGGCCGCTCATCAGCTCAGGAATCCTGTTGGCTG -3' (EfiJ## 4 ) LA- 
TaaDNA#U.*7~tf (*:/zi • tf-T-^x^frSSl) OTbT, (94*0, 15 
30> ; 55*C. 30# ; 72*0, 60&M) X3(HM * ;KE>PCRKJS£*to fc. £-J&£*l/c 
SB?'J£. EcoRI-NotII£r)t£bT¥8SL<. l^-S&TJBSSftT^fcpEF-neo'^ 
^— (5fc^pEF-B0S[Mizushima S. & Nagata S. , Nucleic Acids Res (1990) . 
18. 5332#RR] CneomycinWttaie^&Jia^iiAr^^ £B!*gl<fc. t#S> 

tlfey^XS K^pEF-neo-HLA-DRaS:(^pEF-neo-HLA-DR/3 pEF-neo- 
HLA-DRa KiS^&SnTcHLA-DRate, 765bpOcDNA^n— K pEF-neo-HLA- 
DR J3 KM^&^nfc HLA-DR /3«, 801bptf>cDNA^r3- H £*lT^£o WT> HI 
0d*®T^T©PCR©JEJfcffl£»ilflfftt, ->*->7>:/PCR~>;*.^-A9700 ; (tfc) A' 

c) k hHLA-DR^Sl$HJlc2<£>f£!gi 

b) -e^iS L pEF-neo-HLA-DR a & tfpEF-neo-HLA-DR 0 £ , LipofectAMINE 
Plus (^^d • t*-T — ;Wx;W*hi5l) L929*ffiJ}S (American Type 

Culture Collection (ATCC) No. CCL-1) IciALfc. Mfc^mMf?-?. 7)1 

(D^mzm^tco mmmmmy^T,^ (mmmmncm 2 ) *-cmx: % 5. o%m$? 

tiXT'V2mm®mvrc'&* G418 • If-T-^x^ttM) £ 1 mg/mLlc 

-5 icjbD*., 1 iHH-I^Lfc #t^T» R-phycoerythrinraLfcvCX#i 
k hHLA-DR*/C# (BD^z-^ >S?x>lt«) £JB 7 P -It-f h * - * - 
(FCM : ^ h>7"j >*tm) 3¥*T£ff^> Jte^A^ tlfcSfflfl§-CG418 

PCR^^^-TV-^(D^U 3f^^ K<D-&fijc«, £TDNAgS&^5£8& (^ 

;W3948 : (80 /t-*>l*7- ♦ • 77^< K/HtyXrAXfi 

g&§2!) £/B<^T> ^07ri7;H:totftofc [Mat teucci, M. D. and 

28 



WO03033538rfile:/A\dcwas03\firmdata\lp\FOLEYPat\PatentDocumentsWVO03033538.cpcl 



WO 03/033538 



PCT/JP02/1066S 



Page 30 of 147 



Caruthers, M. H. (1981) J. Am. Chem. Soc. 103, 3185-3191 #{!] 0 #^U^^^ 

(SC20) ^kMgKih7>^y-> (KCo5) £[iJ]f»#{;:£^T So £<E>^9X 
lit hlgama^^^ito^^AcD x"^X<h, k h Ig/c II 

(SC20) ^jtt5-7[)7«$<3, #J;U£^lf £><2^[Tomizuka. et al.. 
Proc Natl Acad Sci USA., 2000 Vol97:722] K:fEifc£nT^£ 0 ^IBIi 

>Xv?-> (KCo5) ^WSY^Xii ( h^>7^;c-^ ^-7^77.) T:$>K). 
0iJA^Fishwild^(D$B^ [Nat Biotechnol. (1996) , 1 14 : 845] lcte«&£*lT^£o 

m-?vx<?>3z%&\z£K>m*>titz. jfiift ^ict HigmmstK/c^m^iwiBtic^m^ 

*a & {@ 4$ [Ishida & Lonberg, IBC* s 11th Antibody Engineering, Abstract 

2000] MToif&mmmizm^tio ta&. MtBt hm^m^^T, (kmt^x 

ggjfeflO b hHLA-DRfcftr-f £b h^E y g n-±)\,ifH£(Dmm 

&X.Rffi*>mft> iUKthSefir 1991) 3KEIi^ns«fc 5 &-#W:58cK:fto 
Mtlt^t hHLA-DRte. £i6^J 1 TOT38L&HLA-DRI6ilL929 

29 



WO03033538 [nie:/A\dcwas03\firmdata\lp\FOLEYPa<\PatentDocuments\WO03033538.cpcl 



WO 03/033538 



PCT/JP02/10665 



Page 31 of 147 



^mmxT-frmxstz.Kik-m^immm (5xio 6 m/b?) 
MTizm^zmmRW >Agpa>M3 amiz, 1 xio 6 mm/^oxmi^<Dmm. 

£JS#M&^;&tf 5ng/v£XP#:cDRecombinant Human IL-6 (VAT. IL-6, * 

ftffiSnfc^^^^eWMRtf/Xtt'J >/XfiBS^«Jfc«:mU, 350mg/mL m 
MTkm-t-hWA, 50¥fi[/mL ^x->U>, 50Atg/mL 7hU^h7<-»^ 
tf&jfoJSDMEMiSttS (^73 • tf-T-;i/X;PttSi) (£AT r«Sjfa» DMEMl^t&j <h 
lOmLfHcAtU ^u/v'rL h U-f ±— : y y )Vu >lt«l) ±TXA 

S-frfc^ ^0*ffllfi*ftlJfll»DMEM«F«6"e2lHlt5fe^LT^e, &JfiimDMEMm*feK:J$ 
®LTM3££$Ja£L 10% FCS (>-^T*t§0 £-&trDMEMtg*fc (^^ 

D • tf-7-;Px;|/tti) (^T Tjfiitf AODMEM^ftfej <t^e>) 37^, 

5 %mm^7sW^Eyvmmm^i xiQ 6 mm/mL&mz.ti.\,*&z>\zmmisrcs.jL 

a --7 mm SP2/0 (ATCC No. CRL-1581) £|iWc&jfo»DMEMi£ U Mita. 
«fDMEMig«fifcl»»LTfflBafBc«rai?&Lfc. 0iRLfciBBia©MaEt^^X Sxn 
-vJR»att&«fflliaiS:5:lT?«B^L, ja-L^ ±m^^±lzm^ Lfco iKD^Ix 
7ht:, S6-&^Ji:LT50% (w/v) # U 1/ >^ U 3 -;H500 (^-'J 
VWW AttStt) lmL£, fcT^y h<D9c-V^<Uy h&mWlsU&*>®-3 < QmM 
^»37t:fcj»fiUT*^fc^JliiWDMEM««61mL&2lHFtc:»ttT«)o< 9i£ 
JDU $ £IC 7mL<Z)&ifttWDMEMigife£^JDL7c:o ±tff LTt# 5*1 

^ ij 10%FCS, IL-6 (lOng/mL) k 3j?^it>^> (H) . 7 

S;^f'J> (A) % f$v> (T) THATj <h<,>5. : 

W?-*DMEMi8«I + Ti&*T*££»C«fc Dfrofc. t£t>\Z. HT (v^&M) > 

io*fcs, li-t&mmmm&m^Tmfti&fRmz&r) y^^^D-xafc. 
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i-)vtjiW<D®'&ttrt\L w&^zmmmmft&WiMrv^ (elisa) s^fcmk 

tf5ki)£^«5Cell ELISA(CJ:D, khM^ny^ri (hlgr) S^th^g 
□ -^;i4a&£g£T£^gc<Z>A-f K— 

fc hft3g^D:/U >@$I/c (Irk) £jrr£> h h feiHLA-DR^E / & a — 
h 'J >A 0 M*HflSDaudi (ATCC No. CCL-213) Z&V^JVlz 1 x 10 s fllj!jp 

1 %FCSA9<Z>PBST2 (USfc^L. ^l* tf^Jl/^^-- fcfT^fBStlfciT^ 
RthM^oyiJ>gi/c (Ig/c) (50Mg/^x;P : DAKOttSf) £flP*_> 

4*CT20#[yK >*zl^- h L^Cc 1 %FCSA«9PBSt?2 ®&c&V. TMB^-fe*M 

(DAKOttSf) ^#^x;W^100/xL-roj!iDA, MTT20»BJI'T > + jl^- h L&. 
^^x;UfcO. 5MSS^ (100£iL/?x;i/) £JjP*-> SJ&£it#>fc. i&S450nm (#M 
&ft570nm) T©ra^-7^^oyi/-hU-y- (1420 ARVO ^)V^^^)V 
t>0>?- : WALLACE) Ta!l3£bT»ttK^**bfc*i#jg^^ P->SrS« 

Daudi£&r>xJUK 1 xi0 5 {@JP*.fc^ A-f K — ^±ft £2lP A, 4TCT20 
^>+a^-ML 1 %FCSAOWPBS-C 2 lEl?5fe^b, &£x;Wc: 

^n^n®#7itt*^;i/^^->^--ifT'^^$nAct^^*n:t MgGifcttt, try 

^tathIgG2fii^ by-^int: MgG3fct#Xtety ^irtk MgG4tfi# (#2000fft 

#H?, 50/aL/^7x;K The Binding Si tettK) £JPA. SiaTTl«fB'f>*a 

^-hU;. 1 %FCSA9PBST-3lE]ft#^ SKI®f (TMB. IOOmL/^xJK 

DAKOttSSi) £g-£x;McjbPA. ^fflT^20»lffl-< >^o.^- h Lfc. 
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0. 5M&BI (IOOmL/^xJI/) £JD*., S £ it „ &S450nm 
570nm) W^T^^D^U- h U-^- (1420 ARVO ^ KJ-? ^)\,t> O 
: WALLACE) T$|J£U u-><DV?9 ^X&fcfehfzo E<DV7 
Vv7*\Z.h m&Kfo 0) ft ^ o 0 O - > -D to X , IgGT «& V^c SiR ^ b 



^1 

jSffe L fclnHLA-DR^ / 2 □ -:f;MSrt#<0l4« 











L929/HLA-DRK:**TS 


human IgG 


poly 








HD3 


IgGl 


++ 




+ 


HD4 


IgGl 


++ 




+ 


HD6 


IgGl 


+++ 




+ 


HD7 


IgG3 


+ 




+ 


HD8 


IgG2 


+ 




+ 


HD10 


IgG2 


+ 




+ 



mWlzJEIS t h**8iM£3fcm^£Ficoll (Ficol l-PaquePLUS: Amersham 
Pharmacia BiotechttM) ^fflV^T^^ifctoTiSU/:. iaiS^JtbT^x 

si>i>#gfi (600Gx 5#o u mm^mtsSB.m^^m^Tzo mmftw&?ns 

T^fRLTFicolHcSJIU J*S3I<i> (400G. 30»W) Ic^om^M^: 

-j5&T-m&thmnikm*mmm (pbmo £ifct#Lfc 0 
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#LlZ. IlX#LfcPBMC£M^k*-X^D14in#: (5 )VT-nf Jr^y 2 (MB) *± 
m T?30#M4t;TJEJ&S-a\ MACS^ig^^A (MBttSS) UTCD14B§te*0IJJ& 

BO&&i!5W3fcj?rfc:TW!Sl) >^-D^*>4 <*»»«200iig/iL : S>x> 

tf-TAttK) £^O10%FCS^WRPMIi£it!jT*5 Bri>£ 8 Bi&MLfco ££tC^(D 
UJt?#U-y-y*7-f H (LPS:ft^jgm40ng/mL : 7 3ttSS) £?3sJnLT 

nwMm&mm (mho ©sfe*M&*©#«fc:43v>Ttt* Tii^#se 

^^Sl^Sdfo k h <£>MHC&iHLA (human leukocyte antigen) £.m*ti* HLA-A, 
B. C(Dm-?Z>?7 7slin.m£. HLA-DP. DQ, DR<Z)M-f£^ ^ niaJK*** 0 , $ 
iblz^tl^tKD^^mn^m-r^fctb. t b(DHLA<Dm^-&-fe!rtei&=fiI9 pJ 

£in vitro£43l^TI®'<Sf5SIfc"e$><5. 

^tfRPMI1640i£fl!j (25Mg/mL, SIX:, 30#) <h;5^£ ^TMiiM£MJx., SJS 
^3lEji^±RPMI1640igifc-m#b. 1 X lOVmUcfc 3 J: "5 KRPMI 1640ig*fe£!$iS 
bfeo K^— BJH«E*ttl xiOW^x;Mcte3<fc-5{c96A:/l/- 
3S*i>»«LT«ffl&*l»V^«, ig^m^lOO/uL/^x^T^Db, 4*CTT30 

# K > K ^- - A*«« £ 100 u x )\>T* H - B t. if A o 96 A ^ 

i/-hi:»ai, 37t:. 4an. 5% co 2 #aT-c^iLtt, 3 h^5^> 
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(Amersham Pharmacia Biotech*±$S!) £ 1. OjiCi/^xJl'tfc:* J: 5 
ZZizMX:. 16-20^^. 5% C0 2 #ffiTTi§« Lite Micro96 Harvester 

(SKATRONM) ^^TMH5li5^SnW5y> ; &^7X7^;^-7 
y h (Printed Fi 1 termat :Wal lac ft §3 ) fcHJiRb, & -> > 5=- 1/ - ? - 

(Betap;Scint:Wallac*±ti) klek<§U /t^>r-v?>^, Bi®m&mfti<>> 
?l/->3>^3^^- (1205BETAPLATE: Wallace®}) Tf§tt$J£ L/c, 

SifeLfctfib hHLA-DRfet#:(0ttK^^n3^-ro ^-ne»CD 5 HD8, 
HD10\ HD4&t*HD6te, ^Fi&W (20015O 10£ 1 1 B ttrtT'flilLftmmAmM&ffi 

®&W9tm m&mK u^^irmmm 1 4>^m6) \zmmm^^fz 0 

HD8«FERM BP-7773, HDlOteFERM BP-7774. HD4«FERM BP-777K HD6te 
FERM BP-7772-t 5 £3o 

^liS^I47!;M5^5#e>n7c/N-r^'J H-V<D^«_h?t^?,cDt MnHLA-DR^E/ 
&-E;tsmm±m Zrmp Protein A (7?->t A7 t- ->7A-T ^^ttK) R 

^*o.8x40cm^^A cm y Kftsi) ^mmmm^ LTPBS, 

IgMttLTO. 02M ^U~>>IIM (pH 3) £/B ^T77 ^ X-tV 

^JUi®^«lM Tris (pH9.0) £8§ Jn LTpH7. 2MHi8IIb 7c 0 PS^tlfctt 

mttWk (10000#^K Spectrum Laboratories^^) Srffl^TPBSK 

lit, Jim. 22 <D*>Zf 5 >y J )1?-MILEX-GV UU^Tttg!) 

i§M®b> ffi§!{k b^HLA-DR^/^D-^;Uin#£#7c. *f ®»in# <D^S « 

280nm^©7t^?:S'J^b> 1 mg/mL £1.4 0D£ ITfttl b7Co 

t hjnHLA-DR^E/ ^P-^;U*a*^tf^*±?f ©li^tt^T<7)7j^f3TfT o 

&. k htfiHLA-DR*/ ^D-^Jl4a#:jg£/W :/U K-^SrlOng/ml IL-6> 

1035 Fetal Calf Serum (FCS : SIGMAftSS) ^WeRDF^tfe (mj&Mmftm) \z®\fc 

Lfeo ^fc, *<D-ffl&m&mm*&m£VT, 9W>yi'J> (5wg/n)L, 

• b:-7-;l/XJM±M) , thh7>77iU> (5 Mg/mL, • tf 

, X^7-;UT5> (0. OlmM. ->^vfti^) , Itl/>^t 
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h'J^A (2. 5xiO- 5 mM, :> ^T*±§S!) , 1 % Low IgG FCS (HyClonetttD 

mm&ln vitro\zte\,*Tm'<Z>nm-?$>Z>tf. ££lc, F^-A(D;*;*8ifti^<bin 
vitroTSf#Ufc****©fi!£J»«fttiBBIfi (DC) t Ht-BO^Me^il 

feT«^i^tt5:fe, ^^«ufi*i:»c<fcs©i#<fe?¥tt*iHiiai»*e 

14 (ADCC) ^^nbfc^#TTI^^<DTD5tl^f3^-r^T*[e)IS©SJS#^Pi^-i) 

2u-j-)V$iW(Dftm*m^tz.o UteWlcte, ^96^jc^yi/- h (Falcontt 

g0 \Z Y1— A(Df$.m&* 2 xlONH/mLlCft* «fc3 \z\0% FCS£<^irRPMI 

& (RPMI-lOX FCS) fcSiffiS'ti-fc. fcxHLA-DR^E/ 2 u-1~ )VtiiW. I^'l±r2>hp 

-Jl/iLTt h^^D-tJHgG (hlgG) > b U-JU tVT^ O X 

iaHLA-DR^ey 2 D-^-;i/in#:L243 (ATCC HB-55) tt, 200, 40, 8 mg/mL * «fc 

■5 fcRPMI-lOX FCST'^fRbfe. F?— B ©*ffijfii J: 0 LfcM^99X^ 

±©TM£ 1 xiOWmL£&5«fc'5 fcRPMI-lOX FCStc^iS^ -tirfc. **0Kl, F 

:) — AfiJfc^J&^DCiinHLA-DR^/ ^ D— ^;U*a^S:«-50/iLTo96^^^- h 

iTffi'&U 4t:T30#Mbfc. ^{C, K^--BS*(7)T*fflflgl00ML^^-g-L, 

37*0, 5BFb1, 5% C0 2 #^TTri^ML.^c^, 3 H5 1 5> ? > (Amersham Pharmacia 

BiotechttS!) £ 1. 0 u Ci/^7 x.)Vt ts.Z> «fc 5 tc^iJP UT, S5K:37t:, 16~20P# 

n. 5% CO^flETTtS^Lfc. Micro96 Harvester (SKATRONft®) &mi>XW 

il:®Oi2 : Snfc 3 H5 : =y>&^7X7^J^-7 7 h ( Printed 
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Fi I termat :WaI lac ?± M ) Is] JR L > &.&'&i'>3 L U-?- (Betap; 
Scint: Wallace©) {C£<SU /ty $r-;5?>^«, /3»*&»e#»>^U-~> 
3 >#^7>^- (1205BETAPLATE:Wallac*±®!) TJgtt«lJ£L&. 

■€■©3^**0 1 fC^T. HD4> HD6, HD8, HD10«hIgGS¥ <h Jt^UTffiSfe^W 
3teftaEai«!»tt**L&36«, HD8> HD4XtXHD10ttL243tJt , HD6teHf£ 

n > h P-;i/ia#:(DL243<i:|WI#X«^tlJ^±©^^J«'t4^^L7 v c < , 

saififij^ji it© ^mm^m^nrco 

^n-tWOMO^f^. FCM«?*fTff ofc- 2 X 10 7 /mL©^^T'> 
L929M&tfHLA-DRf£3iL929M£, 0. I%7^l2t h'J^AMl %^Jfc!EiftL 
f»-£Wb7cPBS (Staining Medium, U*TSM) K?¥iS£-&, 967\A^^ U- h 
100m1/"}x;1/T-#&L7co S'i>»» (600G, 4*C, 2ft) b7c^> ii^^Sl, 
«#I3T^L7c/W:/U H-v©«F«±«f (50tfl) &iD*Ti«#L&SL * 
fiT30»IS#«UT^6, 3&*i>#l*t (6000.4^, 2#) lT±*SI»4Lfc. 

h£100ju l/-^x;U©SMT'2 Elifci* Lfcfft, 0. 0125mg/mL©RPEa*ftSSi*£ 
t^hMg/c F Cab 1 ) ,tft#: (DAKOtt^) 30mL£UDx.. 7kST30#PiSH 
^-NLfc„ SMT2IsIgfej^L7c^, SMfcfflHBU FCMT? #*Bifi©&}teai& 

^©*gm«H(fK!i©^ 1 (C^fo Vi-Ttl©taf|ct>HLA-DR56m929ailfitC©*5fiVi 
U L929«Blia's©iK^S14ttK8«>6n*:^ofeJlt^e>, HLA-DR t. 

ggxjlM±£ikJ£MgSMlLfe h fftHLA-DR^ y ^ g^z±2kM&©J& 

^Jg^j8^e>f#e>nfcfflst h^HLA-DR^y zu--r)vfct&mh$k*. uft 
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£"f 5ii^©C. B-17/ICR-SCIDV-^X (0*^1/7 (tfc) *±W «Al, 6M 

MrtS#bfeo 320, K U >^Jffi3fflJ&Raji (ATCC CCL-86) * 5 x 10 s / 

7^7iMIrtS4lfc. Raji^tt<fc D 5 Bt, v<?* (DUMrt K^gi b 
h fcxHLA-DR^ / ^ d-^JU*h#£0. L 1 M g/Ttf XMft <D m »T 1 ©S-S-Lito 

\£±.<Dmm<D$£%k*:m 2 ^^-r o fSSSlfc hirCHLA-DR^y ^ P-^UirCte^O. 1 
Mg/V^7.{@^TS^-Lfc^-e«, 90Bf£<Z>£^Sfc#l:g¥&7cO 5GEcK HD8&3 
HD102fctfHD4te 1 ET&ofc (ISI2B) . — ^ 1. Owg/T^^M^Tr^-^bfe 
4WlSSfe&0 5E^ HD8&3E, HD10te5GE, HD4H 2 ET^o 
£ (H32A) . I^ttzi > h D-;i/T$)^i5tHSAta#:^#^T^, Raj mmmO 0 & 

5 S:^50/ig/kg#a{Cfci: 0 , mmmiZ&mmT*tnmm$J)%:&mm^- S £ 
*J0JUfco ^efcHJSMg^^^^^-r^t, HD8«^^jflJ^tt(^i?<E.C3in; 

(1) HD4> HD8JfC^Jte^^cDNA^D-->^c!:^^^^^-^^ 

/W^'J HD8£10ng/mL IL-6 (R&D Sy s t ems ft i$! ) , 10* Fetal 

Bovine Serum (SIGMAttSD ^WeRDFi&iti (Mltimmtm X&mL. m^ftM 

♦ Hbfc^oTTotal RNA^tttbUfco Jn#cDNA<Z> vS^m*&(D ^ D— - > 
SMART RACE cDNA amplification Kit P — >t=- >y PltM) «r/8^ m^<Dm 

5Mgcmotal RNA££l^<h LT, 1st strand cDNA£f£§S£ bfc. 
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1) 1st strand cDNA 

Total RNA 5 tig/3 fiL 
5' CDS 1 ML 
SMART o 1 i go 1 n I 

±f2i&j£©£^£70 , CT2#P* , H >*^~ N 
5 XBuffer 2 p.1 
DTT 1 pi 
DNTP mix 1 
Superscript II 1 pi 

£jDA.42 , C"r i. 5b#ihk >*^- h bfco 

ZZlZ. lOOMLWTricine Buf fer£inx.fc*£, 72 < CT? 7 #f!f|-Y >4 1 a. yv <— N V, 
1st strand cDNA£Et# bfco 

2) PCRKcfc 3 Milted, IS«jte^©iii|B&^aiAta#:5e3@e^^^-©«l 

cDNA<Digi|gf;:te, TakarattcDZ-TaQ^fflVifco 
cDNA 2mL 

10xZ-TaQ Buffer 5 pi 
dNTP mix 4 mL 
Z-Taq 1 pi 

y^-rv- 1 

fi0©i8*BJCtt» UMP (SMART RACE cDNA amplification Kit ; ^P->f>;^ 
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ftW thh-G??^ V- (5' -GGT CCG GGA GAT CAT GAG GGT GTC CTT-3* ) 
(Se?iJ#*f5) 98*C1^\ 68°C30#(E>-!M ^£300^ 9 il Lfc. £ £ 

1C, ML^^§^<hU> NUMP (SMART RACE cDNA amplification Kit ; 

^ a-yj-y ^*±§D <hhh-3 (5' -GTG CAC GCC GCT GGT CAG GGC 

GCC TG-3' ) (IB?U#-if 6) &m^T. 98"C 1 fj\ 68t:30#<Z>-tr-f ^;U^201h1^ 
Ollfc. JS*BLfcPCR£J»&PCR purification kit 

iZ&OffiMV, hh-4 (5' -GGT GCC AGG GGG AAG ACC GAT GG-3') (BB3?"J## 
7) S^^-fT-tUT, ^SIB^JO^^^tT ofco HD4M^ 
#M69y^-f ^?-tnHD4Sal (5' -ata tgt cga cCC AGC CCT GGG ATT TTC AGG TGT 
TTT C-3' ) (gE?iJ#^8) HD8Sm#^Wy^-f ^-tnHD8Sal (5' -ata tgt 
cga cTGG CTG ACC AGG GCA GTC ACC AGA G-3' ) (gE?'J#-*l 9 ) Z. <D 

tnCHNhe (5' -gat ggg ccc ttg gtg eta get gag gag acg g-3' ) (@B?U#-*f 1 
0) £/!H>TPCR£fT^ (981CltJ>, 6(TC308\ 72 , C30#) . SffliiflcDNAgrtf- 
£SalK NhelT-tNHbL, H-»3RT#«3ftTV>;fcN5KGl-Val Lark^^^- 
(IDEC Pharmaceuticals, N5KG1 (US patent 6001358) <Z>3fc^£^— ) , izm 
Alfc. #A£*ifciB3?iJ#*direct sequence l£<fcoT&5££tt*:t>tf>£|5] 

fetttt, UMP (SMART RACE cDNA amplification Kit ; ^ P->xy ^ttSO £ 

hk-2 (5*-GTT GAA GCT CTT TGT GAC GGG CGA GC -30 (SB^J#^ 1 1) ^7^7 

-£®oT, 68"C30#CD+>--r ^;U^3O0M 0 ig UTtitI U^c. 

^cd^^MI mL£8F3{£U NUMP (SMART RACE cDNA amplification Kit ; Z> □ 

->^y^*k§!!) ihk-6 (5' -TGGC GGG AAG ATG AAG ACA GAT GGT G-3' ) (IB 

?U#^12) &m^T. 98t;if4\ 68^30^©+r-r ^;P^r 200^0 ilbfc. 

Jt«BUfcPCRjg#j£PCR purification kit (*Ty>*±§SO 

hk-6^^-r-7- (ga^>J##12) £flH>T:&£ffi#l£ftJ£bfc. HE*J1it«£3Sfc, 

HD4g|g^SWy^-f v-tnHD4Bgl (5' -ata tag ate tGC TGC TCA GTT AGG ACC 

CAG AGG GAA CC-3' ) (SB^J## 1 3) £l\d&mm%f mW7 7 -f "7- tnHD8Bgl 

(5' -ata tag ate tGG GAG TCA GAC CCA CTC AGG ACA CAG C-3' ) (8B?iJ#-?f 1 
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4) £-&fiJcL, z<D7'7^^-zm^T. fcttjjfafrt>bm&i*®:%:vrzo &m 

&$7°y -i v— £. tnCkBsi (5' -aag aca gat ggt gca gcc acc gta cgt ttg at- 
3' ) (S25!l##l 5) £/Bt>TPCR£*T^ (98t:i#> 60*C30f^ 72'C30#) , 
^MiflBcDNASffM-^BgllK BsiWITrBftU |p|-iiT'M £ tlX t^fcN5KGl- 
Val Lark^^^ — {c^Abfe. if A^ttfcge^Wdirect sequenced J: -o Tj&^[ 

<hd4 mm vi&mm cmm^ 1 6 ) 

GTCGACCCAGCCCTGGGATTTTCAGGTGTTTTCAGGTGTTTTCATTTGGTGATCAGGACTGAACAGAGAGA 

ACTCACCAIGGAGTTTGGGCTGAGCTGGCTTTTTCTTGTGGCTATTTTAAAAGGTGTCCAGTGTGAGGTGCA 

ACTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATT 

CACCTTTAGCAGCTATGCCATGACCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCTCAGGTAT 

TAGTGGTGGTGGTGATAGCACATACTACGCAGACTCCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTC 

CAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAGAGA 

TCATGGTTCGGGGAGTTATTATCCCTACTGGTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTC 

AGCTAGC 

<hd4 mm »!&mm (mmn 1 7 ) 

MEFGLSWLFLVAILKGVQCEVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMTWVRQAPGKGLEWVSGISG 
GGDSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDHGSGSYYPYWFDYWGQGTLVTVSSA 

<hd4 mm^mmm (mvmm 8) 

AGATCTGCTGCTCAGTTAGGACCCAGAGGGAACCATGGAAACCCCAGCGCAGCTTCTCTTCCTCCTGCTACT 

CTGGCTCCCAGATACCACCGGAGAACTTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGA 
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AAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGTTAGCAGCCGCTACTTAGCCTGGTACCAGCAGAAACC 
TGGCCAGGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTGG 
CAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTGTATTACTG 
TCAGCAGTATGGTAGCTCACCGCTCACTTTCGGCGGAGGGACCAAGGTGGAGATCAAACGTACG 

<hd4 m%*s&mm (m&m^ 1 9 ) 

METPAQLLFLLLLWLPDTTGELVLTQSPGTLSLSPGERATLSCRASQSVSSRYLAWYQQKPGQAPRLLIYGA 
SSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSSPLTFGGGTKVEIKRT 

^«U^^ATGn K >T$> 0 . pJ^^<hj£'&0*£©Jg|m5' 504# 
gCDTx-> (A) £505#e<£>^7-> (G) F B 1{Cfilt?>. 7 5 y ^gE^JKfc 
fi»pJiEijl«»±iS^J#^l 7©N*SS*^142#S©-feU> (S) 
143#g©75^> (A) &»a*j£1fr««T?i&3. aisasnfcffiSigBK 

©n a«©^^;uEaittK3Ri#* 1 7©N*5^ e koi9#e© 

">^^-r> (o ^Ttr^o, j&m&<Dmm$m?m^ 1 7©2o#a©^;u*s 

>^ (E) tot, BB#l#f|l 7©T5/^@3?iJ 

4»v^iT§^«20#e©^;u^$ >ma>s i42#@©-feu >£T*©gis#-r&£o 

l£8DNA©»gR6l!l*&j£tt» 8B*iJ#-*§- 1 8©5' *SB)&>S35#B©AJ&>Stti;£*AT 
G3H>TS0, pJ^0^«5 , 5t?^^^418Sg©T^> (A) ^TT&S. 7 
5 /^82?'JIC;|3^T* "J^m^«S2^J#^ 1 9 ©N5fc«B*>S128#B©U^> 
(K) £TT&5o *»®»$tlfc^$I^aM©N*5fe'^*T('ck0, i&fI©~>^;U 
BE#I«BE?!I## 1 9©N**g«fc9 20#B©^U ~>> (G) £T*T*&0» fiJcf*#©N 
*^«SH^J#-^ 1 9 ©21#g©^;U^S (E) -e$>^>^<h^BJ^^<h^:ofco 
lot, S2?iJ#^2 0 ©Ti= /^ffiW, ^5PoL7g|S#te21#@©^;i^5 
^e. 128#B©U ^>£T©BB#T&*. 
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<hd8 mm*mm®> (ss?y#^2 o) 

GTCGACTGGCTGACCAGGGCAGTCACCAGAGCTCCAGACAAIGTCTGTCTCCTTCCTCATCTTCCTGCCCG 
TGCTGGGCCTCCCATGGGGTGTCCTGTCACAGGTTCAGCTGCAGCACTCAGGTCCAGGACTGGTGAAGCCCT 
CGCAGACCCTCTCACTCACCTGTGCCATCTCCGGGGACAGTGTCTCTAGCAACAGTGCTTCTTGGAACTGGA 
TCAGGCAGTCCCCATCGAGGGGCCTTGAGTGGCTGGGAAGGACATACTACAGGTCCAAGTGGTATAATGATT 
ATGCAGTATCTGTGAAAAGTCGAATAGTCATCAACCCAGACACATCCAAGAACCAGTTCTCCCTGCAGCTGA 
ACTCTGTGACTCCCGAGGACACGGCTGTGTATTACTGTGCGAGAGAAAATTTCTATGGTTCGGAGACTTGTC 
ATAAGAAGTATTACTGCTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCAGCTAGC 

<hd8 mm^immmy (mmm^ 2 1 ) 

MSVSFLIFLPVLGLPWGVLSQVfiLQHSGPGLVKPSQTLSLTCAISGDSVSSNSASWNWIRQSPSRGLEWLGR 
TYYRSKWYNDYAVSVKSRIVINPDTSKNQFSLQLNSVTPEDTAVYYCARENFYGSETCHKKYYCYGMDVWGQ 
GTTVTVSSAS 

<hd8 mm »j&mm> mmm -*§- 2 2 ) 

AGATCTGGGAGTCAGACCCACTCAGGACACAGCATGGACATGAGGGTCCCCGCTCAGCTCCTGGGGCTTCTG 
CTGCTCTGGCTCCCAGGTGCCAGATGTGCCATCCAGTTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTA 
GGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCATTAGCAGTGCTTTAGCCTGGTATCAGCAGAAA 
CCAGGGAAAGCTCCTAAACTCCTGATCTATGATGCCTCCAGTTTGGAAAGTGGGGTCCCATCAAGGTTCAGC 
GGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTATTAC 
TGTCAACAGTTTAATAGTTTCCCGCTCACTTTCGGCGGAGGGACCAAGGTGGAGATCAAACGTACG 

<hd8 mm *s&mm> (@s^u#^ 2 3 ) 

MDMRVPAQLLGLLLLWLPGARCAI^LTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKLLIYD 
ASSLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFNSFPLTFGGGTKVEIKRTV 

nmdM<D®mffl1fe&J3., BE?iJ#-5f2 0©5'*5Si^<=>41#S<E>7x^> (A) & 

&nt;**ATGn K>T$>o, m,w^^m^nmm<Dm.n\t.%' *aaa> <=>496# 

iC97f^> (A) t497#B<Z)^Tn> (G) Ifflfc&firr*. 7 $ SMmmzte 
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^t, n$M~*ig.mmz&&mn 2 i©N*ssj&»fci52#e©-feu> cs) 

-efcrK l53#@CDT^-> (A) &Brt*J£#0ttT**. «tSlSn;fcffi«ga» 
©N*«S#*rfc«fcD, ii©y^t;H2?JHffi?iJ#^2 1 ©N*S».J: 0 20# 1 © 
■fe«J> (S) £TT"&9> J«3ft#©N**gttE#IM2 1 ©21#@©£OP* * > 
(Q) T*fc5d £j&S9JS)&»£frofc. fi£oT. SB*iJ#-S§2 1 © 7 =• J , 

mmmkvmmmt&gjz. nmm^2 2©5**^*^34#a©A*^«i;is 

ATGoK>-e&9> T*giS«tt5 , *»iia>S420#B©7 , 7 s — > (A) STT'SI.. 

7$ swtmmtz.&K-z* -^mmmtmnm^ 2 3 ©n*^£ i29#e©u v> 
(K) stt?*5. »aisnfc45»iseK©N*iaif^«fK:<ko, e®©^^ 

K3?UttBB5iJM2 3CDN*3»«k0 22#B©->^5 i -r > (C) S^-efeO, 
©N*3S«gEa?"J#^2 3CD23#g©Tx-> (A) WilM^tftofc. 
^oT, SB^J#-^2 3 ©75 J oL7£B#te23#a 07f->A» £ 

129#S©U ^>*T©S5»T?»*. 

X 2 ^^DNA©mS@S^iJ 



No 




BH^U (5* to 3*) 


53 




1 


hh-6 


GCT CCC GCA GAT CAT GAG GCI GTC CTT 


27 


5 


2 


hh-3 


GTG CAC GCC GCT GGT CAG GGC GCC TG 


26 


6 


3 


hh-4 


GGT GCC AGG GGG AAG ACC GAT GG 


23 


7 


4 


tnHD4Sal 


ata tgt cga cCC AGC CCT GGG ATT TTC AGG TGT TTT C 


37 


8 


5 


tnHD8Sal 


ata tgt cga cTGG CTG ACC AGG GCA GTC ACC AGA G 


35 


9 


6 


tnCHNhe 


gat ggg ccc ttg gtg eta get gag gag acg g 


31 


10 


7 


hk-2 


Gn GAA GCT Cn TGT GAC GGG CGA GC 


26 


11 


8 


hk-6 


T GGC GGG AAG ATG AAG ACA GAT GGT G 


26 


12 


9 


tnHD4Bgl 


ata tag ate tCC TGC TCA GTT AGG ACC CAG AGG GAA CC 


38 


13 


10 


tnHDSBgl 


ata tag ate tCG GAG TCA GAC CCA CTC AGG ACA CAG C 


37 


14 


11 


tnCkBsi 


aag aca gat ggt gca gee ace gta cgt ttg at 


32 


15 



-t>-^^^7,M^A^^^^-©^^ 
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IgGl^-ry^tiN5KGl-Val Lark^^-, IgG4^-T 7°^HN5KG4 Laik (t»fnfc 
IDEC Pharmaceutical s^T\ US patent 6001358Kf2iK$nT^£N5KGlO&^ 
£^-T&£o N5KG1-Val LarklCO^TteN5KGl £ IgGl £££J# VTc £ * <Z> 

N5KG4 LarktCO^TteIgG4^ ) , IgG2^<y 

KteN5KGl-Val Larkg>ffigij£Sie?'Jggff $r IgG2^ -f ^Kfog*. fc'Sg ^ - (N5KG 

f?^tc> igGi^-f ^vi«igG2^-r y©^^^-^m*ji*nT^-5asi 

£#gB#cDEU^>AU >^vX^A(c:*5tt^331#@©7 p a 'J > (P) £3-KT 
-SgB^UCCC^-fe U > (S) £3— 5 TCCfc (Mi-Hua Tao, et al. 19 
93. J. Exp. Med) ^^-£f£fiJc (£TF> }©{cN5KGlSer. N5KG2Ser<hS<) U 
^JS^!ll20^^<i:|Wlil(C^i7 ^-1CHD4S:^HD8(D T53£««£*&*i&A,fc\ tAT(C 
KWrSBI3&tJfai3 «t>, 0!i*J;i*1f:/£ ^X£IgGl©HD4ffi#teHD4IgGlXteHD4G 
l<htEU S &fcffi«X&#fB#©EU?->A>J >^5>X^AlC^lt<5331#e(Dyo 
U> (P) £3- K-r-SSB^JCCC^irU > (S) £3- K-r*TCCte£S3-t2rfcatte 
^ <D mm&ifo &HD4 1 gG 1 Se rX HHD4G 1 Se r t $ET 2> . 



3t3 m&zm^??-&zfm£znz>m.&z.tfi&(D%,fo 











ADCC 


CDC 


HD4 


N5KG1-Yal Lark 


IgGl 


HD4G1 


+ 


+ 


HD4 


N5KG2Ser 


IgG2Ser 


HD4G2Ser 






HD4 


N5KG4 Lark 


IgG4 


HD4G4 






HD8 


N5KG1-Val Lark 


IgGl 


HD8G1 


4- 


+ 


HD8 


N5KGlSer 


IgGlSer 


HD8GlSer 


+ 




HD8 


N5KG2 


IgG2 


HD8G2 




+ 


HD8 


N5KG2Ser 


IgG2Ser 


HD8G2Ser 






HD8 


N5KG4 Lark 


IgG4 


HD8G4 
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dhfr X » W ( ATCC CRL-9096 ) , CHO-Ras ( Katakura Y. . et al.. 
Cytotechnology, 31: 103-109. 1999) , HEK293T (ATCC CRL-1 1268) tl£&m^ 

& £tccfc9 mm vtco jlu? ba-$u~i/3 yitffiftmm^z ?-i®2 ug&m 

mmmT'BWiikV. Bio-Rad electrophoreter§rfe^tiT350V> 500^FO^#T\ 
4 x\O s M(DCmMmzmfcT&mAV. 96well culture plate^S® bTCo 'J ^ 
7i^i/a>(t LipofectAMINE Plus (^T'n • t*-T-;i/X;i/^t®!) £/i?l/>T 

41C^U^^^(CcfcoT, fex^%Jlt*^MS'JbJt„ MSULfc*fflJ®^e>©tt#*jiS{ 

n^ffiis mmmm&feMiomi 

(Antibody-Dependent Cellular Cytotoxicity) . £tT, ADCC) . Rtfffi 

(Complement -Dependent Cytotoxicity) J£AT, CDC) (DMfe&n&Lfco mm$. 
mMM&T'ftf&istzM K-^*3fcHD4;&c*HD8. Sl^JM^fl^Lfc&CHOiiffl 

^-y->hi)ltlMtt^DA (Cr 5 ') ?r*UlflSMrtt^i9jA 

^-y y MSSiHA'-+7 I- U > A°J®M1*Raj i (ATCC 
CCL-86) £ 10 6 fliJ £: 15 /£ L <£> Fetal Calf Serum (FCS) Id & s» L , 50 u L 
(37MB Q/mL) (DZx^y-^OV^tlfc^ OAit h U 1 )^ (^-+i;P7-ai : ^ 
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Cr 5l £BfcV>fc. 

ADCCT'y-fe< tt. Cr 5l ^^;UL^c^-y^ hiMfla2000f@(C^LT, HJ£^J6IB 
IS©;£J*T^LfceSA**8ilii*«#200000ra£, AJ£96^x;i/^U- h 
(FalconttiO *T±#^fi200 *i LT% fc#t#»& t k. «b £37^ 5% C0 2 *?ft 

CDCTyfe-f te, Cr*'5^;H^fc^ — h*IHllS2000flate2* LT, SHiSS 
5 %Ot l>lfotittiJ3fc*H* (SIGMA*t@!) 2lJ&96£x;i':7 , l'— 
200/xLTx &tt#»g££'bK:37 , C, 5% C0,#«ETT2I^IBI*&* Lfc. 

ADCC • CDCTy-b-f i ^U- ^l^UTilS^fci, _h?f 

50mL^I»*^>^^-^-^^-(D96A^'1/- h (Lumaplate™-96 : Ay*- h* 

(TopSeal™-A:96-well Microplates : n y t>— K thSD T^U- hS^)A*-L, 
~> >^ I/- :> a (h-/^*^> h : rtytl— KttS£) T?7i»*£SI 

-?-<£>fc§lll£E!3, ^3tc^-Tc CDC*£-|£{COl>Tte, HD8IgGlSei\ HD8IgG2Sei\ 
HD8IgG4, HD4G2Ser, HD4G4tef£tta*** < , HD8IgGK HD8IgG2, HD4Gm;M£te£ 
mi>T^Z>Z£$:mmLtz 0 *fcADCCJgtete, HD8IgGk HD8IgGlSer, HD4G1<7)^ 

M^OC. B-l7/ICR-SCID^"^7X (B#^l/7 (80 ttS!) ^HAL. 6 

»IIIRF»3fi:-£Lfc. §20. h »J >/SJffi*BJISRaj i (ATCC No.CCL-86) £5x 

10 6 /v^xl®^T^flil*l^#L^o Raji^*S«kO 3 B^. 
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HSS^Jl4T^^LfeHD8GlSerS^HD8G2Ser{COUT«0. h 1 n g/T V 
-;i/<hLT{£fflLfchIgG}/i;#:£: 1 Mg/headcD/8«T&-^L£;i*£N Ht£:3> ha 

&,±(Dmm(D^m^m4 k^-To m&zi> h o-;wt?&*higGs#»Ttt, 

Raji^ttflH6HRrtC£0)J%£:Lfc. 20e^O«m«. Ug/T^xi^l:^ 
^T^hlgG^^^ 6 EEife^J^^b (04A) . 0. 1 u g/"7»7;*1B*Mc:*5l>Ttt 
HD8G2Ser#Tte6 HD8GlSerPT«2 0iJ£#LT^fc (04B) . 25Bt& 

1 Mg/^Xffltetc43^TteHD8GlSer^te 2 HD8Glte 1 EE, 
HD8G2Serim4 ES£#L (04A) , 0. 1 » g/^*®ffc{c:k<,>TteHD8G2Serl$(E> 
1 E£#LTl/>7c (gI4B) c 

^O^m, HD8M^x.tafls:T^^)HD8GlSerStN*HD8G2Sertc*3^T : fo, HD8£|pJt£ 
{C^StCigfflfiTrfeiM^^I^^^Jf-r^ 91 Lfc. HD8G2SerteADCC • CDC 

HMffiJ17 HD4, HD61fe.!ftHD8<PX k: I — zff&tfr 

HRP conjugated anti rabbit IgG (DAKOftSS!) &m V^TO. 5 //. g/mL©ii&TKl££ 
i*\ HRP«»tafc htnrt* : DAK0tt«) tS^^t, fls¥58ttttii (0»J : ECL7 

ft^563t«tbS« (M : LAS-1000 : ^±7 -f Jl'Aftgf) Tffc3*fgft£tfcfcB Ufc. 

(1) HLA-DRS:^^UT^SU >/tMM^SKW6. 4 (ATCC TIB-215) <fc Dfl^il# 
£#JfflU fcxHLA-DR*a#: (K28N : S^i^T^X-T^^A-f 7>J K-VK28 : 

sttM ferm BP-4577-? 1994^2 3220 \zn±Lftikm a mmwm^mnm 

HLA-DR*>/^£*S32!Lfco J&t#Lfc*>A°^ £4/20^5 ^X> (»— <k 
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¥M&m) ^m^mmjt^-vMm ost:, 5#) l, $*jn#&fc 025mA© 

^^T'^fefCtifoT^ xX^>^tff ^frofe^^, HD4, HD6, HD8«-T^T^ 

30Kd a <d & m \z $> z> hla-dr /3 m & mm b T V >S £ <h m L fc. 

(2) #JC, HLA-DRC0/3II (DRBl*l501l) ©*BflS*1^«1997' 5 J Wt (SH^J# 
^ 1 4 7 t^-TTSy KBB3?«©'5^^29#S*^»227#S©199r5 SH3?'J 

14 6 \Z tem^m^ 14 7 I:,tT7 5 /&B2*iJ£=3- £>&SIE3aj £ 
T) IC^^T, 13-mer^^^ K£ 2 7S 7 lfo-T5 LT-&fr94Sc9^y?- K 

N5fc£7-te^;Wfcb£: (JERINItfc : K-flV) . SkfcVRf&lZfefenO x.X* >M 
#f (Reineke. U. 15;fr>. (2001). "Epitope mapping with synthetic peptides 
prepared by SPOT synthesis." Antibody Engineering (Springer Lab Manual) 
Eds. : Kontermann/Dubel, 433-459. & E # RR ) £ tc lc II J6& L „ fl? #t tt 
LumilmagerTM (Boehringer-Mannheimft) Sr&ffiL, KD^fiM^t 

^-©^£0 5 IC^To HD4 (gl 5 A) liT S J Ifc61#a~73#@ lC&V>£|&, 
17#@~29S§, 63#g~75#S> 65#g~77#B K?"J#-5f 
8 3T^$n^7 i= yiie^J^ft^^T"? K tSfc^^lCife^Lfe. HD6 (0 
5B) «61#g~73#SlC&!^£Jc^ 57#B~69#@, 59#e~71#BtCil^S 

HD8 (0 5C) H61#S~73#g, 63#@~75#S, 65#@~77#@1C 
#^tC^V^^^^b, SH^l#-^8 2, 8 4 T^^tl^TS /g?g2?"J£ 

ftS^^f K©4>fc< £ fc-Oi^^tC^^-L/co — HLA-DR CO AL^^ia 
(#J : Dessen A et. Al. . Immuni ty (1997) , 7, 473-481#i?aj «fc 9 , 61#@~73 

(3) HD4 • HD6 • HD8K#jl LTft t>3£l>£j££:*:T 137 5 7 & (61#@~73 

#g) tCOl/iT, /3i!<Z>^S!£#*iU S«Efcl5*lTV>*^g!8l350iI£ (EMBL- 

EBI©IMGT/HLA^-^-*&£#f!S) #£9$ 16M^C0^ 7^ H £t£ 
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ttLfcl2^^K (SE?iJ#-5f 4 0 ~SE?'J#^ 5 1 ) l:o^T. ^O^ftTf^x 
7^>^«;f^ >^£#i;&SL£:. »*ftt, LAS2000&ttt$tfr V 7 MmageGauge 

0 6 fC28ffl^O^-7 p ^ K©E#I£HD4, HD6RtfHD8£©£JS*l:&j*T. #*t#3&« 

Hit, l»tt©!W3e«, JWTOS^PTff ofc. 

rty#tf7V>\ s <DS%&>±\Q%&m : +/- 
Ay#^y«7> K©10%Je*±20%*$§ : + 
Ay iP^^O> K<D20%UA±30%*#§ : ++ 
Ay 9 K<D30%J^±50%m^§ : +++ 

Ay ^^7!)> K©50%JeA± : ++++ 
HD8tt, 65, 66, 69, 72#S<£>7 5 y &£7^->©.&bfcBB3?U#-5f 4 8 - 5 

1 £A^tC«-r^T^-t4S^^^bfco 65. 66, 69. T2S@©75 yilill^tlt 
^ * HLA-DR 0 m (O S lit" ^ T ©HLA-DR (D 0 g£t Id 43 V> T«S £ *IT H * (EMBL-EB I 

(Dimimk^-z^-T.tzEmm) o $efcKJU#^2 4~3 9-ey v^^-^e 

^ T © HLA-DR 0 £1 Id IS £ -T 3 P an-HLA-DRfcx T & 3 pJ HE it 3? fc M K . 

f L £ £ £ 3 , ARH77(ATCC CRL-1621) . Daudi (ATCC CCL-213), HS-Sul tan (ATCC 
CRL-1484), IM-9(ATCC CCL-159) > MC/CAR(ATCC CRL-8083) , Raj i (ATCC CCL-86) . 
Ramos (ATCC CRL-1596) . RL (ATCC CRL-2261) , SKW6. 4 (ATCC TIB-215) . 
DRB 1* 1501 1/DRA*0 10 1 *3fi«!lfe3§| $ -frfc L «Bfla (L «Bia : ATCC CCL-1K khlt 

s # A<Dj£ffiiia.mm$ 5 ts*s-r * - £ t>*« v x& o > sj£ l& ^hla-dr 

BaHJfi«ailia*THLA-DR*«3ESbT^^:ViRPMI8226 (ATCC CCL-155) ICteSfS 
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mm. ®\zi&&mm%imm£isT\z ^-r^xmu-m^m^m-r^m^iz^mx 
nu-mf)mttzft&m&&mM?zz£\zj:z>%>&wiMm. &\z u 
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1. A-T^U K--7HD8 (SI6#-^ FERM BP-7773) #^£-r&s HLA-DR t. 

2. A'f^'J K--7HD8 (§:fe#-^ FERM BP-7773) #jg£-r Z>Vi®.<D pJ^SS 

3. trt#<2-tJ-:/^7^\ IgCT**»^2ffitt©et#:Xtt-5-©«ffi«lWfM-. 

7 . IgG*MgC2T**8f 3 Um<Dtntt:X\**:<DmmWWifr. 

8. a»)l#**©75/*EJI*, ^^Lfetf5t<«7fBm©in^X«^©^ 

9. mm%.nmi&<D7s.;mmm<D<&&ifi* eu^->a*u >y~>x^A(c^tt^ 

331#S©7 5/i!©Ser^©@^TfeSI«*^8gB«©fit^Xtt^©^«gW8>r>to 
1 0 . IgGa*IgG3Ti&-5W#Jg 3 E*©*t«:Xr4«€-©«tEW»rM-. 
ii. Sfaj£?ir««<D7 5 y^Ba^j^, ft^Ufcsit^l OiEacBiKttXkt^- 
1 2. IgC*MgG4T**3t*^3IB«©KffX«-€-©*IB«I»fM-. 

13. mm^mm<D7s. smmm*. 2Eii©tt#x»;frt 

14. /W7U H-VHD8 (§f£#^ FERM BP-7773) . 

1 5. A-fyj (gf£^ FERM BP-7771) HLA-DR 

1 6. /Wyj K--7HD4 (£f£#^§- FERM BP-7771) Z>tt,fc<D pT^^S 

«*^r-T*, HLA-DRtlS^-r*ta#Xtt-5-©«fiB«lWfM-. 

HrJt. 
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2 o. igG#igG2-e&3fst;fcj|i 1 7 mm.(Dm.4£xfcJt<Dmmmwft-. 

22. mm?£i%M*$.<D7s.;Mm&i<D&&&. eu:*->au >^->t.^a(c*3^ 

^>331#g(DTa y ^OSer^(DSmT^^ft*«2 1 fBi&cD^ffcXte^cA^jigtfj 

2 3. IgG^IgG3-I?fe^lf^l 7 mM<DtnteX\Z*-<Dmm#)Wift-. 

24. Sil^#M^t<7)T^ /^SB^'J^, 6ScigL7cli^^2 3fB«£<Dtn#:Xtt^ 

2 5. IgG^IgG4T?fe^lf^l 7fB«c<D*r[#:X«^-C7)a^W^M-o 
2 6. fiSI/tSTM^TS y^ir3?U£> ft^bfctf^^ SfBt&^lrCteXte^- 
2 7. yW^U (^f6#*§ FERM BP-7771) o 

2 8. /W:/U K-^HDIO (^te#-^ FERM BP-7774) a*0£-r3, HLA-DR t. 

2 9. H — 'y'HDIO (gf£#-5§ FERM BP-7774) „ 

3 0. A-T^U (g|£#-i§ FERM BP-7772) f)*M9E.~t Z> . HLA-DR 

3 1. ;W!7*'J FERM BP-7772) J)m£.TZ>m.ft<D 

HK£W-r£K HLA-DR .h^T&ift&^-e^fEWBffJto 

32. ^^-9-7*^^7.^, igGT?aD^t»^^3 1 tzmomfaxte^cDmmw 

3 3. IgG#IgG11?&3iii#^3 2H5m<Dtn:#:X« j e(D^^WSff>t. 

34. y^SH^J^, ac^Lfcif*^ 3 3tm<DtfiWXit^r 

3 5. IgG^'IgG2T$)^M^3 2mM<DtfiftX\Z J t<Dffim&)mK. 
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3 7 . IgG#IgG3-e&3IS*3t 3 2 tZMVtfifcXte^CDmifeMWfro 

3 9 . IgG*SIgG4T?&£f»#« 3 2 IH«c(D*ii#:X«^(D^tg«J^r>to 

4 1 . A-f:7>J H-VHD6 (^f6#^ FERM BP-7772) . 

4 2. SS?iJ#-if 2 1 JSlU2 3 T7k£ tlZ> 7 5 / g?K3njtf> o ^>^m^<D^m 

4 3 . m&m j %2 o%.zf2 2 T^znzi&mmFirfzi-F-rzf??- f<d?^ 

4 4. ta*©^7^7 7^. IgGTfe^)|f^^4 2te«(D*a^Xtt^O^^W 

46. asiutsm^or ^ y^ge^j^> &$£Ltzm$.m4 5mm.(Dm^x\tt 

47. sn^sm^coT^ smmmtD&m^ eu^->au ^^x^Aki&tt 

^331#S^T5y^<7)Ser'\<7)SmTS^If^^4 6 fSmcDffittXte^lg&ftgtf} 

4 8 . Ity^ ^X^IgGlTfe DEU^->/N*U >^5/X^A(C43tt^>331#a<Z)7' 
5/^^Ser^MM^nfe^#:HD8^fe^)l5t^HD8GlSerXiS^-CD^^«J»r)t. 

4 9. IgG7)qgG2^^^B^«4 4fB«t(D*n:<t:X«^-<7)^^W»fM-c 

5 0. li^ti^7 5 yg?83?iJ£> 5fc^U*:if^3i4 9 IB«g(Dta^X«-^ 

5 1. MII£#Sg^(D7^ /S?ie?"J£>&^\ EU^WtU >^yXfAl:i5it 
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5 3. IgG#IgG3T*£3fif:rJ3i4 4 fB«£(Dfn#Xte^(D^tiglft[^tf-o 

5 4. «$l^#^(D7ay^BB3?iJ*. &%:lstzmJ$.m5 3tZM<DViftXl**- 

5 5. lgG#IgG4T&3iS3c3t4 4 f2«£<D*a#:X«^CD^f$ISlTJto 

5 6. fim^0^cDT5 yS!SB^J^, efe^bfclf^*5 5fBi!c(E>fci#Xte^ 

5 7. sb^j#-^i 7-blxsi 9 T'*2nz7 * ; mmm<D?t>^^mm<Df&f&ft 

5 8. Se3?>J#^-l 8T^^n-5^SBE3?U^3- 

5 9. fofe<D*y~JZ z>7.1$. IgGt?^^)ii*JS5 7fEmoif[^X«^^^^«J 

6 0. IgG*>*IgGn?&£Ei#Jfi5 9f2®CDia#:X«^cD^^W^Jtc 

6i. mm%:i£mm<D7 ;nm&\&. ^vtzm^me omm^m^x^^r 

6 2 . IgG^IgG2Tfe^»sS^ 5 9 mfficDtfi&XiZ^vmMmmK . 

6 3. mm^^rm^^TS /&§2?U£. 3fe^LfeM^^6 2f2m<D*n#X«^ 

6 5 . ^7.^IgG2T'fe 0EU^->A*U >^:>*^AlC:fett3331#@<Z)7 

= y S^Ser'vMifc £ n^^HD4Tfe ^>in;#:HD4G2SerX^-?-(7)aHg6<J^)to 
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6 6. IgG^IgG3T'^-5sf*«5 9 Ktt©fii#:*K^<B«tgW»rfi-. 

7 0. HLA-DR© /3 $1 (DRB1* 15011) <DMifoKM%(.7' ^ J Miz-D^X 13-mer^ 
7 7 K^27 5/ifof e.tT^^f K£f£j&L, S[^^ F □ -XM 
±{CC*^5^?>^B-bN*5S^T'fe5 1 ;i/{k-r-5il<t^ ^t^^J- H©5"5, SB 
*U#-^8 2-C*^n5^y?^l ! b^l:^t§, HLA-DR^^-g-r^>tn:#:X 

7 1. HLA-DR<Di8m (DRB1*15011) ©iHfl&*MKtt7 ^ J gg (CO 1>T 13-mer^ 

±^3C*^^^>^-&bN*^^T-fe^;^^b•r^il<h^?)7i^^^ , ^ SB 

*l##8 2, 8 3^8 4T^n5 31i0^yf h'^Tt^C^tS, 
HLA-DRfcjg-&-r*tn:flcXtt-€-©«ffi«I»rM-. 

7 2. HLA-DRCD /8 IK (DRB1* 15011) <&*B16^ffi«7 5 7 ll:o^T 13-mer^ 
^(cC*^*^^^bN*5S^T-fe5 1 ;U^Lfeil<h^^fci:^>g3^J#-^2 4^£ 3 

gT^^n^cD-r^xcD^y^Ht^nctc^-^u, ^osb^j#-^4 o^e> 4 3-?? 

7 3. JS2TF©14St(a);&tf (b) : 

(a) 631^<DSCID-7^X^inT'>roGMliaifa?f £10m 1 /V £*<H#Tl*fllftrtfi: 

trCT^TDGMllaJfim fi4SBl:/1- + «; h <J W^JHajflSRaj i (ATCC CCL- 
86) * 5 XlOV^*<@#TM*rt&-5-U Raj i&^5B 5 #gAg# 
ST 1 HI^#bfe^-&(DT^X<DS-^90Sm©^??^^, t hiftHSAJn#£|5j« 

(b) 10% FCS^^t^RPMI 16401g%^ffl^T8mg/inL(Cf§®ibfetf[#:50AiL<i:10% 
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FCS£"£tfRPMH640&*(!j£ffl^T2 x lOWmLKM b 7c fit 1 ©th 

&mffiwmm&m.motJ.Lii*%K-7u- ho^x^-c^u 4 < ct3o#f b i 

tIL, FCS£^tfRPMI 1640ig*l!l£flH>T 1 x \Q 6 M /mUz mm Vtz 

J^JLOTM^MIOOmL^'&L, 37*0, 5 %C0 2 #fiETT 5 H U $ 

Sfc , H3 L 5$?>«:i. o^Ci/^x;ut?^tpbT> ^tc^t:, 5 %co 2 #?iT-ei6 

L243 (ATCC HB-55) &m ^fcm&fDft&Wifam&tik^Tm^ £ ; 

7 4. ^/^D-^-;i/m<*T*fe^W*^7 3fS«g©^X«^-©^«g 

7 5. ia#^> b K^T-^^gf^7 3ffim©iri<*:X«^(D^«J»rM-o 
7 6. 7^X--7^X/\-fyj K-vKcfc ^4$tl^M7 3 ffi 

7 7. 10% ¥CS&^tSR?mmm&&m^X 8mg/mL\zmm^tztfiteS0{j.L£ 
10% FCS£^tfRPMI1640J&ife£/8V>T2 x lOWmUclM L 7cfg lOtb h*^"- 
a^fijc^^^*fflflSr¥ffi^50MLi^967X^l/- h^^xJl/'^T^'&L, 4t;-e30 
«It« ^Vi-rjl0% FCS^^ORPMI1640i^^^ffl^T 1 X 10 6 {@/mUCEM 
U7ct9fB^l <7)t S K^— <h^igfrinIfCaWJ:£>Sfl2 <D\i b K:t— ffi3fe<DfcE£ 
99%J^Jb<DTiM^f£l00 J uL£*!§^L, 37*0, 5 %C0 2 ??fiTT 5 Bf^^SL, 
3 *>£ 3 H^5 5>>*1. 0MCi/^7x;i/T^tPbT, $e>(c37 , C, 5 %C0 2 #ftTT 
16~20B#Faim^b7c^:> iffllfS^IiX 0 &£*l7c 3 H^=- >?>£IeI1KL§£ 3 H^S 

Stt^^U7c«^<D^^W^JStt*^^^<D^^7;^HLA-DR^/ ^ D-^;p^ 
&L243 (ATCC HB-55) ^£*§1§-<D&«fii!l?£t£ <h it ^TlWl^Xte&O <h ^ o 
t£«£W-r£, HLA-DR<i:^-&-r^>* i C^X«^<D^tgW8ff)to 

7 8. irifl^ ?a-j-)\,m.faT*foZm&m7 7mffi<DfafcXte"t<Dmf& 
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8 0. T'J^-T^^W^U K-Tt:i 9g£3tt£fjfj£33i7 7 f2i£ 

8 1. /W^'J H-THD8 FERM BP-7773) , A< H-THD10 

(§f€#-^ FERM BP-7774) , M^U H-THD4 (SS€## FERM BP-7771) & 
tfHD6 (gf£#-t§ FERM BP-7772) ^ £>jIIR£ tt£ A-f 

82. PlSg1S«*<Ba9iJ#-9l 7*5«fc^l 9T^n^75 SMmFKD 

8 3. njg««7&*ffi?!l#-^ 2 l&cfctf 2 3 T'^tlST^ / WMM^O % pJ^ 

8 4. +1-^^ ^X#IgGltr& DEU:*->A'J >^->X^AtC*3tt^331#e©T 
5 /^^Ser^em^tlfe^HDST^^fci^HDSGlSer, =7 Xrt*IgG2T<g> 0 

3331#gcD7i= /M^Ser^g^$nfcia#:HD4T^^>tn;#HD4G2Serd^f c j:-5^ 
8 5. gf^«8 1-8 4<D\,^nfr\m\ZUM<DWimz&K)n-V?£nz>5>> 

8 6. stains i~8 4©vi-rn^i^{cf2®©^m^*-r^^^^^^-« 
8 7. iB^^ 8 6 izmmcomm^zf-z^-tzftii* 

8 8. ^Hll< SWIHJiS, Di?LIft^flSR^*S«Bl^M^(CHi?L®j 

S8Kfn*K3R£ 8 7 12 £o 

8 9. A-f^U K-VHD8 (^te#^ FERM BP-7773) , A-f^'J 

(§fe#-^ FERM BP-7774) , A-f K — *7HD4 FERM BP-7771) & 
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tfHD6 (gf£#^ FERM BP-7772) ZfrZMfr ZMIRt! tlZ/^ 7>J 

9 0. i^l~2 6, 2 8&tf 4 2~ 7 6 CDV>Tn^ 1 ^{Cf2*c^ft#Xte 
9 1. Mtttf, £jM (4JH4U >/H4SJfti^l, J&teUW^ttajfiiJpi&^tr) . 

Ail&^tr) , til (^iitt#iSJffl£^tr) > a*, ^M, mmb, mm, 

&Jff3fi. f£S&iffi, MalM, M^JS, ill, liffi, #±518111, BttBSffi* 

jfiiM, ifii«^ffi» mm&m. mvtmmm, nmmmm, m&i&&m. mwm. 
nmwm. nmmm. m&ffiftm* m&m. &m&mm. w-mmmm. fpvtmm 

9 2. m^m3 o~4 o'Blxsi 7~8 o co ufn^ i mizmM<Difi&xfet<D 

9 3. mOfr-mZ 0~4 0&t£7 7~8 1 <D^-fnfrimizmm.(DVi&Xte^:<D 
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SEQUENCE LISTING 

<H0> KIRIN BEER KABUSHIKI KAISHA 

<120> Anti HLA-DR antibody 

<130> PH-1646-PCT 

<140> 
<141> 

<150>JP2001/3I7054 
<l5l>200l-10-15 

<I60> 147 

<170> Patentln Ver. 2. I 

<2l0> l 
<21l> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pr imer 



<400> l 

ccggaattcc caccatggcc ataagtggag tccctgtg 



38 



1/72 



WO03033538 ffile:/A\dcwas03\firmdata\lp\FOLEYPat\PatentDocuments\WO03033538.cpcl 



WO 03/033538 



PCT/JP02/10665 



Page 74 of 147 



<2l0> 2 
<2ll> 38 
<2l2> DNA 

<2l3> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence :pr imer 
<400> 2 

aaagcggccg ctcattacag aggccccctg cgttctgc 38 



<2l0> 3 
<2ll> 33 
<2l2> DNA 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence:primer 
<400> 3 

ccggaattcc tggtcctgtc ctgttctcca gca 33 



<2l0> 4 
<2ll> 38 
<2l2> DNA 

<2l3> Artificial Seauence 
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<220> 

<223> Description of Artificial Seauence.pr imer 
<400> 4 

aaagcggccg ctcatcagct caggaatcct gttggctg 38 

<2l0> 5 
<2ll> 27 
<2l2> DNA 

<2l3> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence:primer 
<400> 5 

ggtccgggag atcatgaggg tgtcctt 27 

<2l0> 6 
<2ll> 26 
<2l2> DNA 

<2l3> Artificial Seauence 
<220> 

<223> Description of Artificial Sequencerpr imer 
<400> 6 
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<2l0> 7 
<2ll> 23 
<212> DNA 

<2l3> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencetpr imer 
<400> 7 

ggtgccaggg ggaagaccga tgg 23 



<2l0> 8 
<2ll> 37 
<2l2> DNA 

<2l3> Artificial Sequence 
<220> 

<223> Description of Artificial Seq.uence:pr imer 
<400> 8 

atatgtcgac ccagccctgg gattttcagg tgttttc 37 

<210> 9 
<2ll> 35 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence rprimer 
<400> 9 

atatgtcgac tggctgacca gggcagtcac cagag 35 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:primer 
<400> 10 

gatgggccct tggtgctagc tgaggagacg g 31 

<210> 11 
<211> 26 
<212> DNA 

<213> Artificial Sequence 



<220> 
<223> 



Description of Artificial Sequence :primer 
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<400> II 

gttgaagctc tttgtgacgg gcgagc 26 

<210> 12 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence rprimer 
<400> 12 

tggcgggaag atgaagacag atggtg 26 

<210> 13 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence .primer 
<400> 13 

atatagatct gctgctcagt taggacccag agggaacc 38 
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<2I0> 14 
<211> 37 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Description of Artificial Seauencerprimer 
<400> 14 

atatagatct gggagtcaga cccactcagg acacagc 37 



<210> 15 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence :primer 
<400> 15 

aagacagatg gtgcagccac cgtacgtttg at 32 



<210> 16 
<211> 510 
<212> DNA 

<213> Homo sapiens 
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<400> 16 

gtcgacccag ccctgggatt ttcaggtgtt 
gaacagagag aactcaccat ggagtttggg 
aaaggtgtcc agtgtgaggt gcaactgttg 
gggtccctga gactctcctg tgcagcctct 
tgggtccgcc aggctccagg gaaggggctg 
gatagcacat actacgcaga ctccgtgaag 
aagaacacgc tgtatctgca aatgaacagc 
tgtgcgagag atcatggttc ggggagttat 
ggaaccctgg tcaccgtctc ctcagctagc 



PCT/JP02/10665 

ttcaggtgtt ttcatttggt gatcaggact 60 
ctgagctggc tttttcttgt ggctatttta 120 
gagtctgggg gaggcttggt acagcctggg 180 
ggattcacct ttagcagcta tgccatgacc 240 
gagtgggtct caggtattag tggtggtggt 300 
ggccggttca ccatctccag agacaattcc 360 
ctgagagccg aggacacggc cgtatattac 420 
tatccctact ggtttgacta ctggggccag 480 

510 



<210> 17 
<211> 143 
<212> PRT 

<213> Homo sapiens 
<400> 17 

Met Glu Phe Gly Leu Ser Trp Leu Phe Leu Val Ala He Leu Lys Gly 
1 5 10 15 

Val Gin Cys Glu Val Gin Leu Leu Glu Ser Gly Gly Gly Leu Val Gin 
20 25 30 

Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 
35 40 45 

Ser Ser Tyr Ala Met Thr Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 
50 55 60 
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Glu Trp Val Ser Gly He Ser Gly Gly Gly Asp Ser Thr Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ser Lys Asn 
85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val 
100 105 110 

Tyr Tyr Cys Ala Arg Asp His Gly Ser Gly Ser Tyr Tyr Pro Tyr Trp 
115 120 125 

Phe Asp Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Ala 
130 135 140 



<210> 18 

<211> 424 

<212> DNA 

<213> Homo sapiens 

<400> 18 

agatctgctg ctcagttagg acccagaggg aaccatggaa accccagcgc agcttctctt 60 

cctcctgcta ctctggctcc cagataccac cggagaactt gtgttgacgc agtctccagg 120 

caccctgtct ttgtctccag gggaaagagc caccctctcc tgcagggcca gtcagagtgt 180 

tagcagccgc tacttagcct ggtaccagca gaaacctggc caggctccca ggctcctcat 240 

ctatggtgca tccagcaggg ccactggcat cccagacagg ttcagtggca gtgggtctgg 300 

gacagacttc actctcacca tcagcagact ggagcctgaa gattttgcag tgtattactg 360 
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tcagcagtat ggtagctcac cgctcacttt cggcggaggg accaaggtgg agatcaaacg 420 
tacg 424 



<2l0> 19 
<211> 130 
<212> PRT 

<213> Homo sapiens 
<400> 19 

Met Glu Thr Pro Ala Gin Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro 
15 10 15 

Asp Thr Thr Gly Glu Leu Val Leu Thr Gin Ser Pro Gly Thr Leu Ser 
20 25 30 

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gin Ser 
35 40 45 

Val Ser Ser Arg Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ala 
50 55 60 

Pro Arg Leu Leu He Tyr Gly Ala Ser Ser Arg Ala Thr Gly He Pro 
65 70 75 80 

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He 

85 90 95 



Ser Arg Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gin Gin Tyr 
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ioo 105 no 

Gly Ser Ser Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu He Lys 
1 1 5 120 125 

Arg Thr 
130 



<2l0> 20 
<21l> 502 
<212> DNA 

<213> Homo sapiens 
<400> 20 

gtcgactggc tgaccagggc agtcaccaga gctccagaca atgtctgtct ccttcctcat 60 
cttcctgccc gtgctgggcc tcccatgggg tgtcctgtca caggttcagc tgcagcactc 120 
aggtccagga ctggtgaagc cctcgcagac cctctcactc acctgtgcca tctccgggga 180 
cagtgtctct agcaacagtg cttcttggaa ctggatcagg cagtccccat cgaggggcct 240 
tgagtggctg ggaaggacat actacaggtc caagtggtat aatgattatg cagtatctgt 300 
gaaaagtcga atagtcatca acccagacac atccaagaac cagttctccc tgcagctgaa 360 
ctctgtgact cccgaggaca cggctgtgta ttactgtgcg agagaaaatt tctatggttc 420 
ggagacttgt cataagaagt attactgcta cggtatggac gtctggggcc aagggaccac 480 
ggtcaccgtc tcctcagcta gc 502 

<2l0> 21 
<211> 154 
<212> PRT 
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<2l3> Homo sapiens 
<400> 21 

Met Ser Val Ser Phe Leu He Phe Leu Pro Val Leu Gly Leu Pro Trp 
15 10 15 

Gly Val Leu Ser Gin Val Gin Leu Gin His Ser Gly Pro Gly Leu Val 
20 25 30 

Lys Pro Ser Gin Thr Leu Ser Leu Thr Cys Ala He Ser Gly Asp Ser 
35 40 45 

Val Ser Ser Asn Ser Ala Ser TrpJVsn Trp lie Arg Gin Ser Pro Ser 
50 55 60 

Arg Gly Leu Glu Trp Leu Gly Arg Thr Tyr Tyr Arg Ser Lys Trp Tyr 
65 70 75 80 

Asn Asp Tyr Ala Val Ser Val Lys Ser Arg He Val lie Asn Pro Asp 
85 90 95 

Thr Ser Lys Asn Gin Phe Ser Leu Gin Leu Asn Ser Val Thr Pro Glu 
100 105 110 

Asp Thr Ala Val Tyr Tyr Cys Ala Arg Glu Asn Phe Tyr Gly Ser Glu 
115 120 125 

Thr Cys His Lys Lys Tyr Tyr Cys Tyr Gly Met Asp Val Trp Gly Gin 
130 135 140 
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Gly Thr Thr Val Thr Val Ser Ser Ala Ser 
145 150 



<2l0> 22 
<2ll> 426 
<212> DNA 

<2l3> Homo sapiens 
<400> 22 

agatctggga gtcagaccca ctcaggacac agcatggaca tgagggtccc cgctcagctc 60 
ctggggcttc tgctgctctg gctcccaggt gccagatgtg ccatccagtt gacccagtct 120 
ccatcctccc tgtctgcatc tgtaggagac agagtcacca tcacttgccg ggcaagtcag 180 
ggcattagca gtgctttagc ctggtatcag cagaaaccag ggaaagctcc taaactcctg 240 
atctatgatg cctccagttt ggaaagtggg gtcccatcaa ggttcagcgg cagtggatct 300 
gggacagatt tcactctcac catcagcagc ctgcagcctg aagattttgc aacttattac 360 
tgtcaacagt ttaatagttt cccgctcact ttcggcggag ggaccaaggt ggagatcaaa 420 
cgtacg 426 

<2l0> 23 
<2ll> 132 
<2l2> PRT 

<2l3> Homo sapiens 
<400> 23 

Met Asp Met Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu Trp 
15 10 15 
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Leu Pro Gly Ala Arg Cys Ala lie Gin Leu Thr Gin Ser Pro Ser Ser 
20 25 30 

Leu Ser Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Arg Ala Ser 
35 40 45 

Gin Gly He Ser Ser Ala Leu Ala Trp Tyr Gin Gin Lys Pro Gly Lys 
50 55 60 

Ala Pro Lys Leu Leu He Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val 
65 70 75 80 

Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 
85 90 95 

He Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin 
100 105 110 

Phe Asn Ser Phe Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu He 
115 120 125 

Lys Arg Thr Val 
130 



<210> 24 
<211> 13 
<212> PRT 
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<2l3> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence:pept ide 
<400> 24 

Trp Asn Ser Gin Lys Asp Phe Leu Glu Asp Arg Arg Ala 
1 5 10 

<210> 25 
<211> 13 
<212> PRT 

<213> Artificial Se<wence 
<220> 

<223> Description of Artificial Seauencerpept ide 
<400> 25 

Trp Asn Ser Gin Lys Asp Phe Leu Glu Arg Arg Arg Ala 
1 5 10 

<210> 26 
<211> 13 
<212> PRT 

<213> Artificial Sequence 



<220> 
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<223> Description of Artificial Sequence.pept ide 
<400> 26 

Trp Asn Ser Gin Lys Asp Phe Leu Glu Asp Glu Arg Ala 
l 5 10 

<210> 27 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
<400> 27 

Trp Asn Ser Gin Lys Asp Phe Leu Glu Gin Ala Arg Ala 
15 10 

<210> 28 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 



<400> 28 
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Trp Asn Ser Gin Lys Asp He Leu Glu Asp Glu Arg Ala 
l 5 10 



<210> 29 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 29 

Trp Asn Ser Gin Lys Asp He Leu Glu Gin Lys Arg Gly 
1 5 10 



<210> 30 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 30 

Trp Asn Ser Gin Lys Asp He Leu Glu Asp Arg Arg Ala 
1 5 10 
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<2l0> 31 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 31 

Trp Asn Ser Gin Lys Asp He Leu Glu Asp Arg Arg Gly 
1 5 10 



<210> 32 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 32 

Trp Asn Ser Gin Lys Asp He Leu Glu Asp Lys Arg Ala 
1 5 10 



<210> 33 
<211> 13 
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<212> PRT 

<2I3> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence.pept ide 
<400> 33 

Trp Asn Ser Gin Lys Asp He Leu Glu Gin Ala Arg Ala 
1 5 10 

<210> 34 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 34 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 35 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 35 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Ala Arg Ala 
l 5 10 

<210> 36 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 36 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Lys Arg Gly 
1 5 10 

<210> 37 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
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<400> 37 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Asp Arg Arg Ala 
l 5 10 



<210> 38 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 38 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Arg Arg Arg Ala 
1 5 10 

<210> 39 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence.pept ide 
<400> 39 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Asp Glu Arg Ala 
1 5 10 
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<210> 40 

<2ll> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 40 

Trp Asn Ser Gin Lys Asp Ala Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 41 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 41 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Ala Arg Arg Ala 
1 5 10 



<210> 42 
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<2ll> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 42 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Ala Arg Ala 
1 5 10 



<210> 43 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 43 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Arg Arg Gly 
1 5 10 



<210> 44 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
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<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 44 

Ala Asn Ser Gin Lys Asp Leu Leu Glu Gin Arg Arg Ala 
l 5 10 



<2l0> 45 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 45 

Trp Ala Ser Gin Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 



<210> 46 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
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<400> 46 

Trp Asn Ala Gin Lys Asp Leu Leu Glu Gin Arg Arg Ala 
l 5 10 



<2lO> 47 
<2ll> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 47 

Trp Asn Ser Ala Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 48 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence:pept ide 
<400> 48 

Trp Asn Ser Gin Ala Asp Leu Leu Glu Gin Arg Arg Ala 
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l 5 10 

<210> 49 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence:pept ide 
<400> 49 

Trp Asn Ser Gin Lys Ala Leu Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 50 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 50 

Trp Asn Ser Gin Lys Asp Leu Leu Ala Gin Arg Arg Ala 
1 5 10 
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<210> 51 

<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seq.uence:pept ide 
<400> 51 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Arg Ala Ala 
1 5 10 



<210> 52 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence:peptide 
<400> 52 

Gly Asp Thr Arg Pro Arg Phe Leu Trp Gin Pro Lys Arg 
1 5 10 



<210> 53 
<211> 13 
<212> PRT 
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<2l3> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 53 

Thr Arg Pro Arg Phe Leu Trp Gin Pro Lys Arg Glu Cys 
1 5 10 



<210> 54 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 54 

Pro Arg Phe Leu Trp Gin Pro Lys Arg Glu Cys His Phe 
1 5 10 



<210> 55 
<211> 13 
<212> PRT 
<213> Artificial 

<220> 



Sequence 
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<400> 55 

Phe Leu Trp Gin Pro Lys Arg Glu Cys His Phe Phe Asn 
1 5 10 

<210> 56 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 56 

Trp Gin Pro Lys Arg Glu Cys His Phe Phe Asn Gly Thr 
1 5 10 



<210> 57 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
<400> 57 
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Pro Lys Arg Glu Cys His Phe Phe Asn Gly Thr Glu Arg 
l 5 10 



<210> 58 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence:pept ide 
<400> 58 

Arg Glu Cys His Phe Phe Asn Gly Thr Glu Arg Val Arg 
1 5 10 



<210> 59 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 59 

Cys His Phe Phe Asn Gly Thr Glu Arg Val Arg Phe Leu 
1 5 10 
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<2l0> 60 
<2ll> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 60 

Phe Phe Asn Gly Thr Glu Arg Val Arg Phe Leu Asp Arg 
1 5 10 



<210> 61 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 61 

Asn Gly Thr Glu Arg Val Arg Phe Leu Asp Arg Tyr Phe 
1 5 10 



<210> 62 
<211> 13 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 62 

Thr Glu Arg Val Arg Phe Leu Asp Arg Tyr Phe Tyr Asn 
1 5 10 

<210> 63 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 63 

Arg Val Arg Phe Leu Asp Arg Tyr Phe Tyr Asn Gin Glu 
1 5 10 



<210> 64 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 64 

Arg Phe Leu Asp Arg Tyr Phe Tyr Asn Gin Glu Glu Ser 
l 5 10 



<210> 65 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 65 

Leu Asp Arg Tyr Phe Tyr Asn Gin Glu Glu Ser Val Arg 
1 5 10 



<210> 66 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
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<400> 66 

Arg Tyr Phe Tyr Asn Gin Glu Glu Ser Val Arg Phe Asp 
1 5 10 



<210> 67 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
<400> 67 

Phe Tyr Asn Gin Glu Glu Ser Val Arg Phe Asp Ser Asp 
1 5 10 



<210> 68 
<211> 13 
<212> PRT 

<213> Artificial Sequence. 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 68 

Asn Gin Glu Glu Ser Val Arg Phe Asp Ser Asp Val Gly 
1 5 10 
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<210> 69 

<21l> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 69 

Glu Glu Ser Val Arg Phe Asp Ser Asp Val Gly Glu Phe 
1 5 10 



<210> 70 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 70 

Ser Val Arg Phe Asp Ser Asp Val Gly Glu Phe Arg Ala 
1 5 10 



<210> 71 
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<2ll> 13 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
<400> 71 

Arg Phe Asp Ser Asp Val Gly Glu Phe Arg Ala Val Thr 
1 5 10 



<210> 72 
<211> 13 
<212> PRT 

<213> Art ificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 72 

Asp Ser Asp Val Gly Glu Phe Arg Ala Val Thr Glu Leu 
1 5 10 



<210> 73 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 73 

Asp Val Gly Glu Phe Arg Ala Val Thr Glu Leu Gly Arg 
l 5 10 



<210> 74 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 74 

Gly Glu Phe Arg Ala Val Thr Glu Leu Gly Arg Pro Asp 
1 5 10 



<210> 75 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
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<400> 75 

Phe Arg Ala Val Thr Glu Leu Gly Arg Pro Asp Ala Glu 
1 5 10 



<210> 76 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 76 

Ala Val Thr Glu Leu Gly Arg Pro Asp Ala Glu Tyr Trp 
1 5 10 



<210> 77 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 77 

Thr Glu Leu Gly Arg Pro Asp Ala Glu Tyr Trp Asn Ser 
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1 5 10 



<210> 78 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 78 

Leu Gly Arg Pro Asp Ala Glu Tyr Trp Asn Ser Gin Lys 
1 5 10 

<210> 79 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
<400> 79 

Arg Pro Asp Ala Glu Tyr Trp Asn Ser Gin Lys Asp He 
1 5 10 
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<210> 80 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 80 

Asp Ala Glu Tyr Trp Asn Ser Gin Lys Asp He Leu Glu 
1 5 10 

<210> 81 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 81 

Glu Tyr Trp Asn Ser Gin Lys Asp He Leu Glu Gin Ala 
1 5 10 



<210> 82 
<211> 13 
<212> PRT 
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<2l3> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : pept ide 
<400> 82 

Trp Asn Ser Gin Lys Asp He Leu Glu Gin Ala Arg Ala 
l 5 10 



<210> 83 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 83 

Ser Gin Lys Asp He Leu Glu Gin Ala Arg Ala Ala Val 
1 5 10 



<210> 84 
<211> 13 
<212> PRT 
<213> Artificial 

<220> 



Sequence 
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Page 114 of 147 



WO 03/033538 PCT/JP02/10665 

<223> Description of Artificial Sequence :pept ide 
<400> 84 

Lys Asp He Leu Glu Gin Ala Arg Ala Ala Val Asp Thr 
1 5 10 



<210> 85 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 85 

He Leu Glu Gin Ala Arg Ala Ala Val Asp Thr Tyr Cys 
1 5 10 



<210> 86 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 



<400> 86 
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Glu Gin Ala Arg Ala Ala Val Asp Thr Tyr Cys Arg His 
1 5 10 



<210> 87 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 87 

Ala Arg Ala Ala Val Asp Thr Tyr Cys Arg His Asn Tyr 
1 5 10 



<210> 88 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial SeQuence.pept ide 
<400> 88 

Ala Ala Val Asp Thr Tyr Cys Arg His Asn Tyr Gly Val 
1 5 10 
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<2l0> 89 
<2ll> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 89 

Val Asp Thr Tyr Cys Arg His Asn Tyr Gly Val Val Glu 
1 5 10 



<210> 90 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 90 

Thr Tyr Cys Arg His Asn Tyr Gly Val Val Glu Ser Phe 
1 5 10 



<210> 91 
<211> 13 
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<2l2> PRT 

<2l3> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 91 

Cys Arg His Asn Tyr Gly Val Val Glu Ser Phe Thr Val 
1 5 10 



<210> 92 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : pept ide 
<400> 92 

His Asn Tyr Gly Val Val Glu Ser Phe Thr Val Gin Arg 
1 5 10 



<210> 93 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 93 

Tyr Gly Val Val Glu Ser Phe Thr Val Gin Arg Arg Val 
15 10 



<210> 94 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:peptide 
<400> 94 

Val Val Glu Ser Phe Thr Val Gin Arg Arg Val Gin Pro 
1 5 10 



<210> 95 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
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<400> 95 

Glu Ser Phe Thr Val Gin Arg Arg Val Gin Pro Lys Val 
I 5 10 



<2lO> 96 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 96 

Phe Thr Val Gin Arg Arg Val Gin Pro Lys Val Thr Val 
1 5 10 



<210> 97 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 97 

Val Gin Arg Arg Val Gin Pro Lys Val Thr Val Tyr Pro 
1 5 10 
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<2l0> 98 
<21l> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 98 

Arg Arg Val Gin Pro Lys Val Thr Val Tyr Pro Ser Lys 
1 5 10 



<210> 99 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 99 

Val Gin Pro Lys Val Thr Val Tyr Pro Ser Lys Thr Gin 
1 5 10 



<210> 100 
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<2ll> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 100 

Pro Lys Val Thr Val Tyr Pro Ser Lys Thr Gin Pro Leu 
1 5 10 



<210> 101 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 101 

Val Thr Val Tyr Pro Ser Lys Thr Gin Pro Leu Gin His 
1 5 10 



<210> 102 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial SeQuence:pept ide 
<400> 102 

Val Tyr Pro Ser Lys Thr Gin Pro Leu Gin His His Asn 
1 5 10 



<210> 103 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 103 

Pro Ser Lys Thr Gin Pro Leu Gin His His Asn Leu Leu 
1 5 10 



<210> 104 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
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<400> 104 

Lys Thr Gin Pro Leu Gin His His Asn Leu Leu Val Cys 
1 5 10 

<210> 105 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 105 

Gin Pro Leu Gin His His Asn Leu Leu Val Cys Ser Val 
1 5 10 



<210> 106 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 106 

Leu Gin His His Asn Leu Leu Val Cys Ser Val Ser Gly 
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l 5 10 



<210> 107 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 107 

His His Asn Leu Leu Val Cys Ser Val Ser Gly Phe Tyr 
1 5 10 



<210> 108 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 108 

Asn Leu Leu Val Cys Ser Val Ser Gly Phe Tyr Pro Gly 
1 5 10 
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<210> 109 
<2ll> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence:pept ide 
<400> 109 

Leu Val Cys Ser Val Ser Gly Phe Tyr Pro Gly Ser He 
1 5 10 



<210> 110 

<211> 13 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 

<400> 110 

Cys Ser Val Ser Gly Phe Tyr Pro Gly Ser He Glu Val 
1 5 10 



<210> 111 
<211> 13 
<212> PRT 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 111 

Val Ser Gly Phe Tyr Pro Gly Ser He Glu Val Arg Trp 
1 5 10 



<210> 112 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence.pept ide 
<400> 112 

Gly Phe Tyr Pro Gly Ser He Glu Val Arg Trp Phe Leu 
1 5 10 



<210> 113 
<211> 13 
<212> PRT 

<213> Artificial Sequence 



<220> 
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<223> Description of Artificial Sequence :pept ide 
<400> l l 3 

Tyr Pro Gly Ser He Glu Val Arg Trp Phe Leu Asn Gly 
1 5 10 



<210> 114 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 114 

Gly Ser He Glu Val Arg Trp Phe Leu Asn Gly Gin Glu 
1 5 10 



<210> 115 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 



<400> 115 
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He Glu Val Arg Trp Phe Leu Asn Gly Gin Glu Glu Lys 
l 5 10 



<210> 116 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 116 

Val Arg Trp Phe Leu Asn Gly Gin Glu Glu Lys Ala Gly 
1 5 10 



<210> 117 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 117 

Trp Phe Leu Asn Gly Gin Glu Glu Lys Ala Gly Met Val 
1 5 10 
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<210> l 18 

<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 118 

Leu Asn Gly Gin Glu Glu Lys Ala Gly Met Val Ser Thr 
1 5 10 



<210> 119 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 119 

Gly Gin Glu Glu Lys Ala Gly Met Val Ser Thr Gly Leu 
1 5 10 



<210> 120 
<211> 13 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 120 

Glu Glu Lys Ala Gly Met Val Ser Thr Gly Leu He Gin 
1 5 10 



<210> 121 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 121 

Lys Ala Gly Met Val Ser Thr Gly Leu He Gin Asn Gly 
1 5 10 



<210> 122 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 122 

Gly Met Val Ser Thr Gly Leu He Gin Asn Gly Asp Trp 
1 5 10 



<210> 123 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 123 

Val Ser Thr Gly Leu He Gin Asn Gly Asp Trp Thr Phe 
1 5 10 



<210> 124 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence.pept ide 
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<400> 124 

Thr Gly Leu He Gin Asn Gly Asp Trp Thr Phe Gin Thr 
1 5 10 

<210> 125 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 125 

Leu He Gin Asn Gly Asp Trp Thr Phe Gin Thr Leu Val 
1 5 10 



<210> 126 
<211> 13 
<212> PRT 

<2I3> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 126 

Gin Asn Gly Asp Trp Thr Phe Gin Thr Leu Val Met Leu 
1 5 10 
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<2l0> 127 
<21l> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 127 

Gly Asp Trp Thr Phe Gin Thr Leu Val Met Leu Glu Thr 
1 5 10 



<210> 128 

<211> 13 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 

<400> 128 

Trp Thr Phe Gin Thr Leu Val Met Leu Glu Thr Val Pro 
1 5 10 



<210> 129 
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<2ll> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 129 

Phe Gin Thr Leu Val Met Leu Glu Thr Val Pro Arg Ser 
1 5 10 



<210> 130 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 130 

Thr Leu Val Met Leu Glu Thr Val Pro Arg Ser Gly Glu 
1 5 10 



<210> 131 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence : pept ide 
<400> 13 1 

Val Met Leu Glu Thr Val Pro Arg Ser Gly Glu Val Tyr 
1 5 10 



<210> 132 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:peptide 
<400> 132 

Leu Glu Thr Val Pro Arg Ser Gly Glu Val Tyr Thr Cys 
1 5 10 



<210> 133 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
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<400> 133 

Thr Val Pro Arg Ser Gly Glu Val Tyr Thr Cys Gin Val 
l 5 10 



<210> 134 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 134 

Pro Arg Ser Gly Glu Val Tyr Thr Cys Gin Val Glu His 
1 5 10 



<210> 135 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 135 

Ser Gly Glu Val Tyr Thr Cys Gin Val Glu His Pro Ser 
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l 5 10 



<210> 136 
<211> 13 
<212> PRT 

<213> Artificial SeQuence 
<220> 

<223> Description of Artificial Sequence: pept ide 
<400> 136 

Glu Val Tyr Thr Cys Gin Val Glu His Pro Ser Val Thr 
1 5 10 



<210> 137 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 137 

Tyr Thr Cys Gin Val Glu His Pro Ser Val Thr Ser Pro 
1 5 10 
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<2l0> 138 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence.peptide 
<400> 138 

Cys Gin Val Glu His Pro Ser Val Thr Ser Pro Leu Thr 
1 5 10 



<210> 139 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 139 

Val Glu His Pro Ser Val Thr Ser Pro Leu Thr Val Glu 
1 5 10 



<210> 140 
<211> 13 
<212> PRT 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 140 

His Pro Ser Val Thr Ser Pro Leu Thr Val Glu Trp Arg 
1 5 10 

<210> 141 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 141 

Ser Val Thr Ser Pro Leu Thr Val Glu Trp Arg Ala Arg 
1 5 10 



<210> 142 
<211> 13 
<212> PRT 

<213> Artificial Sequence 



<220> 
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<223> Description of Artificial Sequence :pept ide 
<400> 142 

Thr Ser Pro Leu Thr Val Glu Trp Arg Ala Arg Ser Glu 
1 5 10 



<210> 143 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 143 

Pro Leu Thr Val Glu Trp Arg Ala Arg Ser Glu Ser Ala 
1 5 10 

<210> 144 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 



<400> 144 
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Thr Val Glu Trp Arg Ala Arg Ser Glu Ser Ala Gin Ser 
1 5 10 



<210> 145 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 145 

Val Glu Trp Arg Ala Arg Ser Glu Ser Ala Gin Ser Lys 
1 5 10 



<210> 146 
<211> 801 
<212> DNA 

<213> Homo sapiens 
<400> 146 

atggtgtgtc tgaagctccc 
gtgctgagct ccccactggc 
aagagggagt gtcatttctt 
tataaccagg aggagtccgt 
gagctggggc ggcctgacgc 
cgggccgcgg tggacaccta 



tggaggctcc tgcatgacag 
tttgtctggg gacacccgac 
caatgggacg gagcgggtgc 
gcgcttcgac agcgacgtgg 
tgagtactgg aacagccaga 
ctgcagacac aactacgggg 

69/72 



cgctgacagt gacactgatg 60 
cacgtttcct gtggcagcct 120 
ggttcctgga cagatacttc 180 
gggagttccg ggcggtgacg 240 
aggacatcct ggagcaggcg 300 
ttgtggagag cttcacagtg 360 
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cagcggcgag tccaacctaa ggtgactgta 

cacaacctcc tggtctgctc tgtgagtggt 

ttcctgaacg gccaggaaga gaaggctggg 

gactggacct tccagaccct ggtgatgctg 

acctgccaag tggagcaccc aagcgtgaca 

tctgaatctg cacagagcaa gatgctgagt 

ttccttgggg ccgggctgtt catctacttc 

ccaacaggat tcctgagctg a 



tatccttcaa agacccagcc cctgcagcac 420 
ttctatccag gcagcattga agtcaggtgg 480 
atggtgtcca caggcctgat ccagaatgga 540 
gaaacagttc ctcgaagtgg agaggtttac 600 
agccctctca cagtggaatg gagagcacgg 660 
ggagtcgggg gctttgtgct gggcctgctc 720 
aggaatcaga aaggacactc tggacttcag 780 

80 1 



<2l0> 147 
<2ll> 266 
<2l2> PRT 

<213> Homo sapiens 
<400> 147 

Met Val Cys Leu Lys Leu Pro Gly Gly Ser Cys Met Thr Ala Leu Thr 
15 10 15 

Val Thr Leu Met Val Leu Ser Ser Pro Leu Ala Leu Ser Gly Asp Thr 
20 25 30 

Arg Pro Arg Phe Leu Trp Gin Pro Lys Arg Glu Cys His Phe Phe Asn 
35 40 45 

Gly Thr Glu Arg Val Arg Phe Leu Asp Arg Tyr Phe Tyr Asn Gin Glu 
50 55 60 

Glu Ser Val Arg Phe Asp Ser Asp Val Gly Glu Phe Arg Ala Val Thr 
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65 70 75 80 

Glu Leu Gly Arg Pro Asp Ala Glu Tyr Trp Asn Ser Gin Lys Asp He 
85 90 95 

Leu Glu Gin Ala Arg Ala Ala Val Asp Thr Tyr Cys Arg His Asn Tyr 
100 105 110 

Gly Val Val Glu Ser Phe Thr Val Gin Arg Arg Val Gin Pro Lys Val 
115 120 125 

Thr Val Tyr Pro Ser Lys Thr Gin Pro Leu Gin His His Asn Leu Leu 
130 135 140 

Val Cys Ser Val Ser Gly Phe Tyr Pro Gly Ser He Glu Val Arg Trp 
145 150 155 160 

Phe Leu Asn Gly Gin Glu Glu Lys Ala Gly Met Val Ser Thr Gly Leu 
165 170 175 

lie Gin Asn Gly Asp Trp Thr Phe Gin Thr Leu Val Met Leu Glu Thr 
180 185 190 

Val Pro Arg Ser Gly Glu Val Tyr Thr Cys Gin Val Glu His Pro Ser 
195 200 205 

Val Thr Ser Pro Leu Thr Val Glu Trp Arg Ala Arg Ser Glu Ser Ala 
210 215 220 



71/72 



WO03033538 ffile:/A\dcwas03\firmdata\lp\FOLEYPat\PatentDocuments\WO03033538.cpcl 



WO 03/033538 



PCT/JP02/10665 



Page 144 of 147 



Gin Ser Lys Met Leu Ser Gly Val Gly Gly Phe Val Leu Gly Leu Leu 
225 230 235 240 

Phe Leu Gly Ala Gly Leu Phe He Tyr Phe Arg Asn Gin Lys Gly His 
245 250 255 

Ser Gly Leu Gin Pro Thr Gly Phe Leu Ser 
260 265 
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